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NUCLEIC ACIDS ENCODING ZINC METALLO PROTEASES 

Background of the Invention 
This invention relates to isolated nucleic acid -molecules 

5 which encode proteins belonging to a zinc metalloprotease family. 

The zinc metalloproteases have been implicated in a variety of 

diseases and development disorders that involve* enhanced or 

depressed proteolysis of components of the extracellular matrix, 

receptors, or other extracellular molecules - 

10 More particularly, the invention relates to isolated nucleic 

acid molecules encoding proteins belonging to a subfamily of zinc 
metalloproteases referred to as "ADAMTS" , an abbreviation for A 
Disintegrin-like And Metalloprotease domain with ThromboSpondin type 
I motifs. Proteins in the ADAMTS subfamily all possess a 2n 

15 protease catalytic site consensus sequence (HEXXH+H) , which suggests 
an intact catalytic activity for each of these proteins. The ADAMTS 
proteins also have putative N-terminal signal peptides and lack 
transmembrane domains, which suggests that the proteins in this 
subfamily are secreted. The proteins in the ADAMTS subfamily also 

20 possess at least one thrombospondin type (TSPl) motif, which suggests 
a binding of these proteins to components of the extracellular matrix 
(ECM) or to cell surface components. 

Members of the ADAMTS subfamily of proteins are ADAMTS- 1, 
ADAMTS-2, ADAMTS-3, and ADAMTS-4. ADAMTS-1 protein is selectively 

25 expressed in colon 26 adenocarcinoma cachexigenic sublines. ADAMTS-1 
mRNA is induced by the inflammatory cytokine interleukin-1 in vitro 
and by intravenous administration of lipopolysaccharide in vivo. 
Thus, the ADAMTS-1 protein is believed to play a role in tumor 
cachexia and inf lammation- 

30 The ADAMTS-2 protein is also known as procollagen I/H amino- 

propetide processing enzyme or PCINP. The ADAMTS-2 protein catalyzes 
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cleavage of native triple-helical procollagen I and procollagen II. 
The ADAMTS-2 protein also has an affinity for collagen XIV. Lack of 
the ADAMTS-2 protein is known to cause dermatosparaxis in* cattle, or 
Ehlers-Danlos syndrome type VIIC (EDS-VIIC) in humans. EDS-VIIC is 
5 characterized clinically by severe skin fragility, and biochemically 
by the presence in skin of procollagen which is incompletely 
processed at the amino terminus. Thus, it is believed that the 
ADAMTS-2 protein plays a role in processing of procollagen to mature 
collagen, an essential step for correct assembly of collagen into ^ 
10 collagen fibrils. The ADAMTS-3 protein is similar in sequence to 
ADAMTS-2 and may have similar function. 

The ADAMTS-4 protein catalyzes cleavage of the core protein of 
the extracellular matrix proteoglycan, aggrecan. Aggrecan 
degradation is an important factor in the erosion of articular 
15 cartilage in arthritic disease. Aggrecan fragments have been 

identified in cultures undergoing cartilage matrix degradation and in 
arthritic synovial fluids. Therefore, overexpression or activation 
10 of ADAMTS-4 protein may be related to both inflammatory and non- 
inflammatory arthritis. 
20 On the basis of the structure, location, and the demonstrated 

proteolytic activity of ADAMTS proteins 1-4, it is expected that 
other members of the ADAMTS subfamily play a role in the cleavage of 
proteoglycan core proteins that are found in the extracellular 
matrix, such as, for example, versican, brevican, neuracan, NG-2, 
25 aggrecan, as well as molecules such as collagen. It is also expected 
that other members of the ADAMTS subfamily play a role in 
embryogenesis, implantation of a fertilized egg, angiogenesis , 
arthritic degradation of cartilage, inflammation, nerve regeneration, 
tumor growth, and metastases. 
30 Thus, it is desirable to have other members of the ADAMTS 
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subfamily of proteins, the nucleic acids that encode such proteins, 
and antibodies that are specific for such proteins. Such molecules 
are useful research tools for studying development of the 
extracellular matrix during embryogenesis and fetal development, and 
5 for studying disorders or diseases that. are characterized by improper 
development of the extracellular matrix or enhanced or reduced 
destruction of the extracellular matrix. Such molecules, 
particularly the nucleic 'acids and the antibodies, are also useful 
tools for diagnosing such diseases or for monitoring the efficacy of 

10 therapeutic agents that have been developed to treat such diseases. 

Summary of the Invention 
The present invention provides novel, isolated, and 
substantially purified proteins having the characteristics of an 

15 ADAMTS protein. The novel proteins are referred to hereinafter 
individually as **ADAMTS-5", "ADAMTS -6" , "ADAMTS-7", "ADAMTS-8", 
"ADAMTS-9" and "ADAMTS-10", and collectively as "ADAMTS-N". In one 
embodiment, the ADAMTS -5 protein is a mature mouse protein which 
comprises amino acid 231 through amino acid 930 of the sequence set 

2 0 forth set forth in SEQ ID NO: 2. In another embodiment, ADAMTS -5 is 
a human ADAMTS -5 protein which comprises amino acid 1 through amino 
acid 518 of the sequence set forth in SEQ ID NO: 4. In one 
embodiment, mature human ADAMTS-6 protein comprises amino acid 245 
through amino acid 860 of SEQ ID NO: 6. In one embodiment, mature 

25 human ADAMTS-7 protein comprises amino acid 233 through amino acid 
997 of the sequence set forth in SEQ ID NO: 8. In one embodiment, 
mature ADAMTS- 8 protein is a mouse protein which comprises amino acid 
229 through amino acid 905 of the sequence set forth in SEQ ID NO: 
10. In another embodiment, ADAMTS -8 protein is a human protein which 

30 comprises amino acid l through amino acid 245 of the sequence set 
forth in SEQ ID NO: 12. In one embodiment, mature ADAMTS-9 protein 
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is a human protein which comprises amino acid 236 through amino acid 
1882 of the sequence set forth in SEQ ID NO: 14. In another 
embodiment, ADAMTS-9 protein is a mouse protein which comprises amino 
acid 1 through amino acid 974 of the sequence set forth in SEQ ID NO: 
5 16. In one embodiment, mature ADAMTS 10 protein is a human protein 
which comprises amino acid 212 through amino acid 1081 of the 
sequence set forth in SEQ ID NO: 18. In another embodiment, ADAMTS- 

N. 

10 protein is a mouse protein which comprises amino acid 1 through 
amino acid 547 of the sequence set forth in SEQ ID NO: 20. ^ 

10 The present invention also provides isolated polynucleotides 

which encode an ADAMTS -N protein or a variant thereof, polynucleotide 
sequences complementary to such polynucleotides, vectors containing, 
such polynucleotides, and host cells transformed or transfected with 
such vectors- The present invention also relates to antibodies which 

15 are immunospecif ic for one or more of the ADAMTS-N proteins. The 
present invention also relates to a protein referred to hereinafter 
as ADAMTS-Rl (ADAM-T-S Related protein-1) and the polynucleotides 
which encode such protein. In one embodiment, the ADAMTS-Rl protein 
comprises amino acid 1 through amino acid 525 of the sequence set 

20 forth in SEQ. ID NO: 22. 

Brief Description of the Drawings 
Figure 1 shows an amino acid sequence (SEQ ID NO: 2) of a full-length 

mouse ADAMTS -5 protein and a nucleic acid sequence (SEQ ID NO: 1) 

which encodes such protein. 

25 Figure 2 shows an amino acid sequence (SEQ ID NO: 4) of a partial 

human ADAMTS- 5 protein and a nucleic acid sequence (SEQ ID NO: 3) 

which encodes such protein. 

Figure 3 shows an amino acid sequence (SEQ ID NO: 6) of a full-length 
human ADAMTS- 6 protein and a nucleic acid sequence (SEQ ID NO: 5) 
30 which encodes such protein. 
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Figure 4 shows an amino acid sequence (SEQ ID NO: 8) of a full-length 
human ADAMTS-7 protein and a nucleic acid sequence (SEQ ID NO: 7) 
which encodes such protein. 

Figure 5 shows an amino acid sequence (SEQ ID NO: 10) of a full- 
5 length mouse ADAMTS-8 protein and a nucleic acid sequence (SEQ ID 
NO: 9) which encodes such protein. 

Figure 6 shows an amino acid sequence (SEQ ID NO: 12) of a partial 
human ADAMTS-8 protein and a nucleic acid sequence (SEQ ID NO: 11) 
which encodes such amino acid sequence. 
10 Figure 7 shows an amino acid sequence (SEQ ID NO: 14) , of a full- 
length human ADAMTS-9 protein and a nucleic acid sequence (SEQ ID NO: 
13) Which encodes such protein. 

Figure 8 shows an amino acid sequence (SEQ ID NO: 16) of a partial 
mouse ADAMTS-9 protein and a nucleic acid sequence (SEQ ID NO: 15) 
15 which encodes such amino acid sequence. 

Figure 9 shows an amino acid sequence (SEQ ID NO: 18) of a full-length 
human ADAMTS-10 protein and a nucleic acid sequence (SEQ ID NO: 17) 
which encodes such protein. 

Figure 10 show's an amino acid sequence (SEQ ID NO: 20) of a partial 
20 mouse ADAMTS-10 protein and a nucleic acid sequence (SEQ ID NO,: 19) 
which encodes such amino acid sequence. 

Figure 11 shows an amino acid sequence (SEQ ID NO: 22) of a full 
length ADAMTS-Rl protein and a nucleic acid sequence (SEQ ID NO: 21) 
which encodes such protein. 

25 Figure 12 depicts the cloning strategy used for isolation of a. mouse 
and human ADAMTS-5 cDNAs b. human ADAMTS-6 cDNA and c. human ADAMTS-7 
cDNA. The domain organization of each protein relative to the cDNA 
clones (thin line) is shown as is the extent of overlap between 
clones. The original I.M.A.G.E. clones are underlined. Intronic 

30 regions of incompletely spliced transcripts are shown by the angled 

BNSOCCID: <WO_0ni074A2J_> 



wo 01/11074 



PCT/US00/2i223 



-6- 

dotted lines. DNA scale marker (in bp) and amino acid scale marker 
are at upper right. Location of the probe used for in situ 
hybridization (ISH) is shown in a. 

Figure 13 shows the predicted amino acid sequences of a. the mouse 
5 and human ADAMTS-5 proteins (alignment shows mouse sequence above, 
partial human sequence below) b. ADAMTS-6, and c. ADAMTS-7. The 
active-site sequences and proposed Met-turn are enclosed in boxes. 
Potential furin cleavage site(s) are indicated by arrows. 
Thrombospondin type-1 modules are underlined. Potential sites for N- 
10 inked glycosylation are overlined. Cysteine residues within the 
context of an MMP-like ^^cysteine switch" are indicated by the solid 
circles. Other cysteine residues are indicated by asterisks. The 
prodomain extends until the furin cleavage site, and the catalytic 
domain extends from the furin cleavage site to the approximate start 
15 of the disintegrin-like sequence (Dis) . The start of the spacer 

domain is indicated; the region between the N-terminal TS domain and 
the spacer domain is the cysteine-rich domain. The single letter 
amino acid code is used. 

Figure 14 shows Northern analysis of expression of ADAMTS-5, 6 and 7. 

20 RNA kilobase markers are shown at left of each autoradiogram, and 

tissue origin is indicated above each lane. a. Mouse embryo northern 
blots. b. Human multiple adult tissue northern blots. 
Figure 15 is a schematic representation of the domain structure of 
ADAMTS-Rl protein as compared to ADAMTS-1 protein. 

25 Figure 16 shows an amino acid sequence (SEQ ID NO: 24) of an 

alternative embodiment of a full-length human ADAMTS-10 protein and a 
nucleic acid sequence (SEQ ID NO: 23) which encodes such protein. 
Figure 17 shows an amino acid sequence (SEQ ID NO: 26) of an. 
alternative embodiment of human ADAMTS-9, which is a full-length 

30 protein designated as human ADAMTS-9b and a nucleic acid sequence 
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" (SEQ ID NO: 25) which encodes such protein. 
Figure 18 is a schematic representation of the domain structure of 
human ADAMTS-9b protein as compared to human and mouse ADAMTS-9 

' protein. 

5 Detailed Description of the Invention 

ADAMTS-N Proteins 

The present invention relates to novel, isolated, substantially 

purified, mammalian proteins belonging to the ADAMTS sxibfamily of 

metalloproteases . As used herein, the term '^substantially purified" 

10 refers to a protein that is removed from its natural environment, ^ 
isolated or separated, and at least 60% free, preferably 75% free, 
and most preferably 90% free from other components with which it is 
naturally associated. 

The novel mammalian proteins are ADAMTS-5, ADAMTS-6, ADAMTS-7, 

15 ADAMTS-8, ADAMTS-9 and ADAMTS-IO, collectively ADAMTS -N. In one 
embodiment, the ADAMTS-5 protein is a mature mouse protein which 
comprises amino acid 231 through amino acid 930 of the sequence set 
forth in SEQ ID NO : 2 . In another embodiment, the ADAMTS-5 protein 
is a human protein which comprises amino acid 1 through amino acid 

20 518 of the sequence set forth in SEQ ID NO: 4. In one embodiment, 
ADAMTS-6 protein is a mat -Lire human protein which comprises amino 
acid 245 through amino acid 860 of SEQ ID NO: 6. In one embodiment, 
the ADAMTS-7 protein is a mature human protein which comprises amino 
acid 233 through amino acid 997 of the sequence set forth in SEQ ID 

25 NO: 8. In one embodiment, the ADAMTS-8 protein is a mature mouse 
protein which comprises amino acid 229 through amino acid 905 of the 
sequence set forth in SEQ ID NO: 10. In another embodiment, the 
ADAMTS-8 protein is a human protein which comprises amino acid 1 
through amino acid 245 of the sequence set forth in SEQ ID NO: 12. 

30 In one embodiment, the ADAMTS-9 is a mature human protein which 

comprises amino acid 236 through amino acid 1882 of the sequence set 
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forth in SEQ ID NO: 14. In another embodiment, the ADAMTS-9 protein 
is a mouse protein which comprises amino, acid 1 through amino acid ' 
874 of the sequence set forth in SEQ ID NO: .16. In another 
embodiment, the ADAMTS-9 designated ADAMTS-9b is a human protein 
5 which is comprised of 1934 amino acids as set forth in SEQ ID NO 26. 
In one embodiment, the ADAMTS-10 protein is a mature human protein 
which comprises amino acid 212 through amino acid 1081 of the 
sequence set forth in SEQ ID NO: 18. In another embodiment the 
ADAMTS- 10 protein is a mouse protein which comprises amino acid 1 ^• 

10 through amino acid 525 of the" sequence set forth in SEQ ID NO:20. In 
another embodiment, the ADAMTS-10 protein is a human protein which is 
comprised of 1072 amino acids as set forth in SEQ ID NO 24. 

All of the novel ADAMTS -N proteins starting at the amino 
terminus comprise a signal sequence followed by a putative pro region 

15 which contains a consensus sequence for furin cleavage (except for 
ADAMTS-10) , a catalytic domain, a domain of 60-90 residues with 35 to 
45% similarity to snake venom disintegrins , a TS module, a cysteine 
rich domain containing multiple conserved cysteine residues, a spacer 
domain, and one or multiple C terminal TS modules. (See Figure 12.) 

2 0 As determined using the BLAST software from the National Center for 
Biotechnology Information, the predicted mature forms of the ADAMTS -N 
proteins show an overall 20-30% similarity to each other and to 
ADAMTS-1-4, although this may be considerably higher or lower for 
individual domains as described below. 

25 The ADAMTS-N proteins also encompass variants of the ADAMTS-N 

proteins shown in Figs. 1-10. A "variant" as used herein, refers to 
a protein whose amino acid sequence is similar to one of the amino 
acid sequences shown in Figs. 1-10, hereinafter referred to as the 
reference amino acid sequence, but does not have 100% identity with 

30 the reference sequence. The variant protein has an altered . sequence 



BNSDOCID: <WO 01 1 1074A2.I_> 



wo 01/11074 



PCT/USOO/21223 



-9- 

in which one or more of the amino acids in the reference sequence is 
deleted or substituted, or one or more amino acids are inserted into 
the sequence of the reference amino acid sequence. As a. result of 
the alterations, the variant protein has an amino acid sequence which 
5 is at least 95% identical to the reference sequence, preferably, at 
least 97% identical, more preferably at least 98% identical, most 
preferably at least 99% identical to the reference sequence. Variant 
sequences which are at least 95% identical have no more than 5 
alterations, i.e. any combination of deletions, insertions or ^ 
10 substitutions, per 100 amino acids of the reference sec[uence. 

Percent identity is determined by comparing the amino acid sequence 
of the variant with the reference sequence using MEGAIjIGN project in 
the DNA STAR program. Sequences are aligned for identity 
calculations using the method of the software basic local alignment 
15 search tool in the BLAST network service (the National Center for 
Biotechnology Information, Bethesda, MD) which employs the method of 
Altschul, S. F., Gish, W. , Miller, W., Myers, E. W. & Lipman, D. J. 
(1990) tJ. Mol. Biol. 215, 403-410. Identities are calculated by the 
Align program (DNAstar, Inc.) In all cases, internal gaps and amino 
20 acid insertions in the candidate sequence as aligned are not ignored 
when making the identity calculation. 

While it is possible to have nonconservative amino acid 
substitutions, it is preferred that the substitutions be conservative 
amino acid substitutions, in which the substituted amino acid has 
25 similar structural or chemical properties with the corresponding 
amino acid in the reference sequence. By way of example, 
conservative amino acid substitutions involve substitution of one 
aliphatic or hydrophobic amino acids, e.g. alanine, valine, leucine 
and isoleucine, with another; substitution of one hydroxyl -containing 
30 amino acid, e.g. serine and threonine, with another; substitution of 
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one acidic residue, e.g. glutamic acid or aspartic acid, with 
another; replacement of one amide -containing residue, e.g. asparagine 
and glutamine, with another; replacement of one aromatic, residue, 
e.g. phenylalanine and tyrosine, with another; replacement of one 
5 basic residue, e.g. lysine, arginine and histidine, with another; and 
replacement of one small amino acid, e.g., alanine, serine, 
threonine, methionine, and glycine, with another. 

The alterations are designed not to abolish the 
immunoreactivity of the variant protein with antibodies that bind to-* 

10 the reference protein. Guidance ■ in determining which amino acid 
residues may be substituted, inserted or deleted without abolishing 
immunoreactivity of the variant protein with an antibody specific for 
the respective reference protein are found using computer programs 
well known in the art, for example, DNASTAR software. 

15 The ADAMTS-N proteins also encompass fusion proteins comprising 

an ADAMTS-N protein and a tag, i.e., a second protein or one or more 
amino acids, preferably from about 2 to 65 amino acids, more 
preferably from about 34 to about 62 amino acids, which are added to 
the amino terminus of, the carboxy terminus of, or any point within 

2 0 the amino acid sequence of an ADAMTS-N protein, or a variant of such 
protein. Typically, such additions are made to stabilize the 
resulting fusion protein or to simplify purification of an expressed 
recombinant form of the corresponding ADAMTS-N protein or variant of 
such protein. Such tags are known in the art. Representative 

2 5 examples of such tags include sequences which encode a series of 
histidine residues, the epitope tag FLAG, the Herpes simplex 
glycoprotein D, beta-galactosidase, maltose binding protein, or 
glutathione S-transf erase . 

The ADAMTS-N proteins also encompass ADAMTS-N proteins in which 
30 one or more amino acids, preferably no more than 10 amino acids, in 
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the respective ADAMTS-N protein are altered by posttranslation 
processes or synthetic methods. Examples of such modifications 
include, but are not limited to, acetylation, amidation, *ADP- 
ribosylation, covalent attachment of flavin, covalent attachment of a 
5 heme moiety, covalent attachment of a nucleotide or a lipid, cross- 

linking gamma - carboxy la t ion, glycosylation, hydroxylation, 

: iodination, methylation, myristoylation, oxidation, pegylation, 
proteolytic processing, phosphorylation, prenylation, racemization, 
sulfation, and transfer-RNA mediated additions of amino acids to ^ 

10 proteins such as arginylation and ubiquitination . 

The ADAMTS-N proteins are immunogenic and, thus, are useful for 
preparing antibodies. Such antibodies are useful for identifying and 
diagnosing disorders which are associated with decreased expression 
or activity or increased expression of an ADAMTS-N protein. The 

15 ADAMTS-N protein may also be useful for treating such disorder. 

Diseases involving enhanced or depressed proteolyisis of the 
core proteins of the extracellular may involve enhanced expression or 
activity or decreased expression or activity of one or more ADAMTS-N 
proteins. Thus, ADAMTS-N proteins may be used to identify drugs, 

20 polypeptides, auto-antibodies, or other natural compounds which bind 
to an ADAMTS-N protein with sufficient affinity to block or 
facilitate its activity. The activity of the ADAMTS-N protein is 
assayed in the presence and the absence of the putative inhibitor or 
facilitator using any of a variety of protease assays known in the 

25 art. In general, the activity of the ADAMTS-N protein is assayed 
through the use of a peptide or protein substrate having a known or 
putative cleavage site for the ADAMTS-N protein. To detect cleavage 
or to monitor the extent of cleavage, the substrate is tagged in a 
manner which provides a detectable signal upon cleavage. For 

30 example, the substrate may be tagged with a fluorescent group on one 
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side of the cleavage site and with a fluorescence -quenching group on 
the opposite side of the cleavage site. Upon cleavage by the 
substrate, quenching is eliminated and a detectable signal is 
produced. Alternatively, the substrate is tagged with a colorimetric 
5 leaving group that more strongly absorbs upon cleavage. Agents which 
block ADAMTS-N-catalyzed cleavage of a protein substrate ir.ay be 
administered to a subject to block proteolysis of the corresponding 
protein* substrate . . 
ADAMTS-Rl Protein 

10 The present invention also relates to a protein, referred to 

hereinafter as *'ADAMTS-R1" . From its amino to its carboxyl terminus, 
ADAMTS-Rl comprises a signal peptide sequence, a TSl module, a 
cysteine-rich domain, a spacer domain, and three TSl modules. Thus, 
ADAMTS-Rl has a structure which is related to or similar to an 

15 ADAMTS-N protein, but which lacks a catalytic domain and a 

disintegrin-like domain. In one embodiment, ADAMTS-Rl, protein 
comprises amino acid 1 through amino acid 525 of the amino acid 
sequence, SEQ ID NO: 22, shown in Fig. 11. Such protein has a 30-40% 
overall sequence identity with similar regions of the ADAMTS-N 

20 proteins. The ADAMTS-Rl proteins also encompass variants of the 
amino acid sequence shown in Fig. 11 and fusion proteins which 
contain the amino acid sequence shown in Fig. 11 or a variant 
thereof. On the basis of its domain organization, it is expected 
that ADAMTS-Rl can bind to extracellular matrix or cell surface 

2 5 molecules, including ADAMTS-N substrates- Thus, it is expected that 
ADAMTS-Rl can be used as an cell-matrix or cell-cell adhesion 
molecule or an ADAMTS-N competitive inhibitor. The ADAMTS-Rl 
proteins are also useful for preparing antibodies. Such antibodies 
are useful for identifying tissues where ADAMTS-Rl is expressed and 

30 for diagnosing disorders which are associated with decreased 
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-expression or increased expression of. an ADAMTS-Rl protein. 
Polynucleotides 

The present invention also provides isolated polynucleotides 
which encode the manunalian ADAMTS-N proteins and the mammalian 
5 ADAMTS-Rl protein. Figure 1 shows one embodiment of a 

polynucleotide, SEQ ID NO: 1, which encodes the full-length mouse 
ADAMTS-5 protein. Figure 2 shows one embodiment of a polynucleotide; 
SEQ ID NO: 3, which encodes a partial human ADAMTS-5 protein. Figure 
3 shows one embodiment of a polynucleotide; SEQ ID NO: 5, which 

10 encodes a full-length human ADAMTS-6 protein. Figure 4 shows one 
embodiment of a polynucleotide; SEQ ID NO: 7, which encodes a full- 
length human ADAMTS-7 protein. Figure 5 shows one embodiment of a 
polynucleotide; SEQ ID NO: 9, which encodes a full-length mouse 
ADAMTS-8 protein. Figure 6 shows one embodiment of a polynucleotide; 

15 SEQ ID NO: 11, which encodes a partial human ADAMTS-8 protein. 
Figure 7 shows one embodiment of a polynucleotide; SEQ ID NO: 13, 
which encodes a full-length human ADAMTS-9 protein. Figure 8 shows 
one embodiment of a polynucleotide; SEQ ID NO: 15, which encodes a 
partial ADAMTS-9 protein. Figure 9 shows one embodiment of a 

20 polynucleotide; SEQ ID NO: 17, which encodes a full-length human 
ADAMTS-10 protein. Figure 10 shows one embodiment of a 
polynucleotide; SEQ ID NO: 19, which encodes a partial mouse ADAMTS- 
10 protein. Figure 11 shows one embodiment of a polynucleotide; SEQ 
ID NO: 21, which encodes a full-length ADAMTS-Rl protein. 

25 Due to the known degeneracy of the genetic code wherein more 

than one codon can encode the same amino acid, a DNA sequence may 
vary from that shown in SEQ ID NO: 1 and still encode an ADAMTS-5 
protein having the amino acid sequence of SEQ ID NO: 2. Similarly, a 
DNA sequence may vary from that shown in SEQ ID NO: 5, and still 

30 encode an ADAMTS-6 protein having the amino acid sequence set forth 
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in SEQ ID N0:6. Similarly a DNA sequence may vary from that shovm in 
SEQ ID NOS: 1, 9, 11, and 13, and still encode the amino acid 
sequences shown in SEQ ID NOS: 8, 10, 12, and 14, respectively. 
Such variant DNA sequence may result from silent mutations, such as 
5 for example those that occur during PGR amplification or from 
deliberate mutagenesis of a native sequence. 

The present polynucleotides also encompass polynucleotides 
having sequences that are capable of hybridizing to the nucleotide 
sequences of FIGS 1-11 under stringent conditions, preferably 

10 highly stringent conditions. Hybridization conditions are based on 
the melting temperature™ of the nucleic acid binding complex or 
probe, as described in Berger and Kimmel (1987) Guide to Molecular 
Cloning Techniques, Methods in Enzymology, vol 152, Academic Press. 
The term "stringent conditions, as used herein, is the ^'stringency" 

15 which occurs within a range from about Tm-5 (5® below the melting 
temperature of the probe) to about 20** C below Tm. As used herein 
"highly stringent" conditions employ at least 0.2 x SSC buffer and at 
least 65* C. As recognized in the art, stringency conditions can be 
attained by varying a number of factors such as the length and 

20 nature, i.e., DNA or RNA, of the probe; the length and nature of the 
target sequence, the concentration of the salts and other components, 
such as formamide, dextran sulfate, and polyethylene glycol, of the 
hybridization solution. All of these factors may be varied to 
generate conditions of stringency which are equivalent to the 

25 conditions listed above. 

The present polynucleotides also encompasses alleles of the 
ADAMTS-N and ADAMTS-Rl encoding sequences. As used herein, an allele 
or allelic sequence is an alternative form of an ADAMTS-N or ADAMTS- 
Rl encoding sequence which is present at the same gene locus. The 

30 allele may result from one or more mutations in the ADAMTS-N or 
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- ADAMTS-Rl encoding sequence. Such mutations typically arise from 
natural addition, deletion of substitution of nucleotides in the open 
reading frame sequences. Any gene which encodes an ADAMTS-N protein 
or ADAMTS-RI protein may have none, one, or several allelic forms. 

5 Such alleles are identified using conventional techniques, such as 
for example screening libraries with probes having sequences 
identical to or complementary with one or more ADAMTS-N 
polynucleotides . 

The present polynucleotides also encompass altered ^ 
10 polynucleotides which encode ADAMTS-N proteins, ADAMTS-Rl proteins, 
and variants thereof. Such alterations include deletions, additions, 
or substitutions. Such alterations may produce a silent change and 
result in an ADAMTS-N protein having the same amino acid sequence as 

- the ADAMTS-N protein encoded by the unaltered polynucleotide. Such 
15 alterations may produce a nucleotide sequence possessing non- 

naturally occurring codons . For example, codons preferred by a 
particular prokaryotic or eucaryotic host may be incorporated into 
the nucleotide sequences showing Figures 1 -11 to increase the rate 
of expression of the proteins encoded by such sequences . Such 

20 alterations may also introduce new restriction sites into the 
sequence or result in the production of an ADAMTS-N or ADAMTS-RI 
variant. Typically, such alterations are accomplished using site- 
directed mutagenesis. 

The polynucleotides are useful for producing ADAMTS-N or 

25 ADAMTS-Rl proteins. For example, an RNA molecule encoding an ADAMTS- 
N protein is used in a cell -free translation systems to prepare such 
protein. Alternatively, a DNA molecule encoding an ADAMTS-N protein 
is introduced into an expression vector and used to transform cells. 
Suitable expression vectors include for example chromosomal, 

30 nonchromosomal and synthetic DNA sequences, e.g., derivatives of 
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SV40, bacterial plasmids, phage DNAs ; yeast plasmids, vectors derived 
from combinations of plasmids and phage DNAs, viral DNA such as 
vaccinia, adenovirus, fowl pox virus, pseudorabies , baculovirus, and 
retrovirus. The DNA sequence is introduced into the expression 
5 vector by 5 conventional procedures - 

Accordingly, the present invention also relates to recombinant 
constructs comprising one or more of the present polynucleotide 
sequences. Suitable constructs include, for example, vectors, such 
as a plasmid, phagemid. or viral vector, into which a sequence that^. 

10 encodes an ADAMTS-N protein or an ADAMTS-Rl protein has been 

inserted. In the expression vector, the DNA sequence which encodes 
the ADAMTS-N protein is operatively linked to an expression control 
sequence, i.e., a promoter, which directs mRNA synthesis. 
Representative examples of such promoters, include the LTR or SV4 0 

15 promoter, the E. coli lac or trp, the phage lambda PL promoter and 
other promoters known to control expression of genes in prokaryotic 
or eukaryotic cells or in viruses. The promoter may also be the 
natural promoter of the ADAMTS-N encoding sequence. The expression 
vector^ preferably, also contains a ribospme binding site for 

20 translation initiation and a transcription terminator. Preferably, 
the recombinant expression vectors also include an origin of 
replication and a selectable marker, such as. for example, the 
ampicillin resistance gene of E. coli to permit selection of 
transformed cells, i.e. cells that are expressing the heterologous 

25 DNA sequences. The polynucleotide sequence encoding the ADAMTS-N 
protein is incorporated into the vector in frame with translation 
initiation and . termination sequences - 

The polynucleotides encoding an ADAMTS-N or ADAMTS-Rl protein 
are used to express recombinant protein using techniques well known 

30 in the art.- Such techniques are described in Sambrook, J. etal 



BNSDOCIO: <WO 01 1 1074A2_I.> 



wo 01/1 1074 



PCT/USOO/21223 



-17- 

(1989) Molecular Cloning A Laboratory Manual, Cold Spring Harbor 
Press, Plainview, N.Y. and Ausubel, F. M. et al . (1989) Cuurent 

- Protocols in Molecular Biology, John Wile & Sons, New York, NY. 

Polynucleotides encoding an ADAMTS-N or ADAMTS-Rl protein may 
5 also be used for diagnostic purposes. The polynucleotides may be 
used to detect and quantify ADAMTS-N or ADAMTS-Rl gene transcripts in 
biopsied tissues in which enhanced expression or reduced expression 
of the corresponding ADAMTS-N or ADAMTS-RI gene is correlated with a 

- disease. The diagnostic assay may be used to determine whether ^ 
10 expression is absent, present, or altered and to determine whether 

certain therapeutic agents modulate expression of the corresponding 
ADAMTS-N or ADAMTS-Rl gene. 

Also encompassed by the present invention, are single stranded 
polynucleotides, hereinafter referred to as antisense 

15 polynucleotides, having sequences which are complementary to the DNA 
and RNA sequences which encode the ADAMTS-N or ADAMTS-Rl proteins. 
The term complementary as used herein refers to the natural binding 
of the polynucleotides under permissive salt and 5 temperature 
conditions by base pairing. 

20- The present invention also encompasses oligonucleotides that 

are used as primers in polymerase chain reaction (PCR) technologies 
to amplify transcripts of the genes which encode the ADAMTS-N and 
ADAMTSR-1 proteins or portions of such transcripts. Preferably, the 
primers comprise 18-30 nucleotides, more preferably 19-25 

25 nucleotides. Preferably, the primers have a G+C content of 40% or 

greater. Such oligonucleotides are at least 98% complementary with a 
portion of the DNA strand, i.e., the sense strand, which encodes the 
respective ADAM-TS family protein or a portion of its corresponding 
antisense strand. Preferably, the primer has at least 99% 

30 complementarity, more preferably 100% complementarity, with such 
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sense strand or its corresponding antisense strand. Primers which 
are which have 100% complementarity with the' antisense strand of a 
double -stranded DNA molecule which encodes an ADAMTS-N protein have a 
sequence which is identical to a sequence contained within the sense 
5 strand. The identity of primers which are 15 nucleotides in length 
and have full complementarity with a portion of the antisense strand 
of a double -stranded DNA molecule which encodes the ADAMTS-N protein 
is determined using the nucleotide sequences, shown in FIG I - 11 and 
described by the general formula a-b; where a is any integer betweea' 
10 I and the position number of the nucleotide which is located 15 

residues upstream of the 3' end of the sense or antisense strand of 
the cDNA sequences shown in FIG 1 -11; where b is equal to a+14; and; 
where both a and b correspond to the positions of nucleotide residues 
of the cDNA sequences shown in FIGS 1-11. 
15 The present invention also encompasses oligonucleotides that 

are useful as hybridization probes for for isolating and identifying 
CDNA clones and genomic clones encoding the ADAMTS-N or ADAMTS-Rl 
protein or allelic forms thereof. Such hybridization probes are also 
useful for detecting transcripts of the genes which encode the 
20 ADAMTS-N family proteins or for mapping of the genes which encode the 
ADAMTS-N proteins Preferably, such oligonucleotides comprise at least 
210 nucleotides, more preferably at least 23 0, most preferably from 
about '210 to 280 nucleotides. Such hybridization probes have a 
sequence which is at least 90% complementary with a sequence 
25 contained within the sense strand of a DNA molecule which encodes an 
ADAMTS-N protein or ADAMTS-Rl protein or with a sequence contained 
within its corresponding antisense strand. Such hybridization probes 
bind to the sense strand under stringent conditions. The term 
'^stringent conditions" as used herein is the binding which occurs 
30 within a range from about Tin 5'C (5'C below the melting temperature 
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Tm of the probe) to about 20*»C to 25*>C below Tm. The probes are used 
in Northern assays to detect transcripts of ADAMTS-N homologous genes 
and in Southern assays to detect 7iDAMTS-N homologous genes. The 
identity of probes which are 2 00 nucleotides 5 in length and have 
5 full complementarity with a portion of the antisense strand of a 
double -stranded DNA molecule which encodes the ADAMTS-N protein is 
determined using the nucleotide sequences shown in FIG 1-10 and 
described by the general formula a-b; where a is any integer between 
I and the position number of the nucleotide which is located 200 ✓ 

10 residues upstream of the 3' end of the sense or antisense strand of 
the cDNA sequences shown in FIG 1 -10; b is equal to a +2 00; and 
where both a and b correspond to the positions of nucleotide residues 
of the cDNA sequences shown in FIG 1-10. 

Such probes or primers are also useful for identifying tissues 

15 or cells in which the corresponding ADAMTS-N or ADAMTS-Rl gene is 

preferentially expressed either constitutively or at particular state 
of tissue differentiation or development or in disease states. 
Expression of the ADAMTS-N or ADAMTS-Rl gene in a particular tissue 
or group of cells is determined using conventional procedures 

20 including, but not limited to, Northern analysis, in situ 
hybridization to RNA or RT-PCR amplification. Isolated 
polynucleotides encoding an ADAMTS-N or ADAMTS-Rl protein are also 
useful as chromosome markers to map linked gene positions, to 
identify chromosomal aberrations such as translocations, inversions 

25 and trisomies, to compare with endogenous DNA sequences in patients 
to identify potential genetic disorders, and as probes to hybridize 
and thus discover novel, related DNA sequences. For use in such 
studies and assays, the probes may be labeled with radioisotopes, 
fluorescent labels, or enzymatic labels. The assays include, but are 

30 not limited to, Southern blot, in situ hybridization to DNA in cells 
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and chromosomes, PGR, and allele specific hybridization. 
Antibodies 

In another aspect, the present invention relates to antibodies 
which are specific for and bind to the ADAMTS-5 protein, the ADAMTS-6 
5 protein, the ADAMTS-7 protein, the ADAMTS-8 protein, the ADAMTS-9 
protein, the ADAMTS-10 protein, or the ADAMTS-Rl protein. Such 
antibodies are useful research tools for identifying *tissues that 
contain elevated levels of the respective protein and for purifying 
the respective protein from cell or tissue extracts, medium of 

10 cultured cells, or partially purified preparations of intracellular 
and extracellular proteins by affinity chromatography. Such 
antibodies are also useful for identifying and diagnosing diseases 
associated with elevated or reduced levels of an ADAMTS-N protein or 
ADAMTS-Rl protein. Such antibodies are also useful for monitoring 

15 the effect of therapeutic agents on the synthesis and secretion of 

ADAMTS-N proteins by cells in vitro and in vivo. Such antibodies may 
also be employed in procedures, such as co-immunoprecipitation and 
co-affinity chromatography, for identifying other proteins, 
activators and inhibitors which bind to an ADAMTS-N or ADAMTS-Rl 

20 protein. 

The present invention also provides a method for detecting an 
ADAMTS-N or ADAMTS-Rl protein, in a bodily sample from a patient 
using antibodies immunospecif ic for an ADAMTS-N or ADAMTS-Rl protein. 
The method comprises contacting the antibody with a sample taken from 

25 the patient; and assaying for the formation of a complex between the 
antibody and the corresponding ADAMTS-N or ADAMTS-Rl protein present 
in the sample. The sample may be a tissue or a biological fluid, 
including but not limited to whole blood, serum, synovial fluid, 
stool, urine, cerebrospinal fluid, semen, diagnostic washes from 

30 trachea, stomach and other bowel segments, tissue biopsies or excised 
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tissue, cells obtained from swabs and smears. To monitor changes in 
expression of the ADAMTS-N protein during fetal development and 
pregnancy, it is preferred that the sample be amniotic fluid. To 
monitor changes in expression of the ADAMTS-N protein during joint 
5 disorders, the preferred sample is synovial fluid. To monitor 
changes in expression of ADAMTS-N proteins during cancer, the 
preferred samples include, but are not limited to, serum, body 
fluids, or biopsy tissue. To monitor changes in expression of 
ADAMTS-N proteins during inflammation the preferred samples include,'' 

10 but are not limited to, serum, body fluids, or biopsy tissue. 

The sample may be untreated, or subjected to precipitation; 
fractionation, separation, or purification before combining with the 
anti -ADAMTS-N protein antibody. For ease of detection, it is 

preferred that isolated proteins from the sample be attached to 

15 a substrate such as. a column, plastic dish, matrix, or membrane, 
preferably nitrocellulose. Preferably, the detection method employs 
an enzyme-linked immunosorbent assay (ELISA) or a Western immunoblot 
procedure . 

Interactions between an ADAMTS-N protein in the sample and the 
20 corresponding anti ADAMTS-N antibody are detected by radiometric, 
colorimetric, or fluorometric means, size separation, or 
precipitation. Preferably, detection of the anti body -ADAMTS-N 
protein complex is by addition of a secondary antibody that is 
coupled to a detectable tag, such as for example, an enzyme, 
25 fluorophore, or chromophore. Formation of the complex is indicative 
of the presence of the ADAMTS-N protein i n the test sample. Thus, 
the method is used to determine whether there is a decrease or 
increase in the levels of the ADAMTS-N protein in a test sample as 
compared to levels of the ADAMTS-N protein in a control sample and to 
30 quantify the amount of the ADAMTS-N protein in the test sample. 
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Deviation between control and test values establishes the parameters 
for diagnosing the disease. 

Preparing the ADAMTS-N proteins and the ADAMTS-Rl protein 

The ADAMTS-N proteins and the ADAMT-SRl protein may be produced 
5 by conventional peptide synthesizers. The ADAMTS-N proteins and the 
ADAMTS-Rl protein may also be produced using cell -free 
translationsystems and RNA molecules derived from DNA constructs that 
encode an ADAMTS-N protein or an ADAMTS-RI protein. Alternatively, 
ADAMTS-N proteins are made by transfecting host cells with expression 
10 vectors that comprise a DNA sequence that encodes the respective 
ADAMTS-N protein and then inducing expression of the protein in the 
host. cells. For recombinant production, recombinant constructs 
comprising one or more of the sequences which encode the ADAMTS-N 
protein or a variant thereof are introduced into host cells by 
15 conventional methods such as calcium phosphate transf ection, DEAE- 

dextran mediated transf ection, transvection, microinjection, cationic 
lipid-mediated transf ection, electroporation, transduction, scrape 
lading, ballistic introduction or infection. 

The ADAMTS-N protein and the ADAMTS-Rl protein may be expressed 
20 in suitable host cells, such as for example, mammalian cells, yeast, 
bacteria, insect cells or other cells under the control of 
appropriate promoters using conventional techniques. Suitable hosts 
include, but are not limited to, E. coli, P. pastoris, Cos cells and 
293 HEK cells. Following transformation of the suitable host strain 
25 and growth of the host strain to an appropriate cell density, the 
cells are harvested by centrif ugation, disrupted by physical or 
chemical means, and the resulting crude extract retained for further 
purification of the ADAMTS-N protein or the ADAMTS-Rl protein. 

Conventional procedures for isolating recombinant proteins from 
30 transformed host cells, such as isolation by initial extraction from 
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cell pellets or from cell culture medium, followed by salting-out, 
and one or more chromatography steps, including aqueous ion exchange 
chromatography, size exclusion chromatography steps, and. high 
performance liquid chromatography (HPLC) , and affinity chromatography 
5 may be used to isolate the recombinant ADAMTS-N protein or ADAMTS Ri 
protein 

Preparation of Antibodies 

The ADAMTS -N proteins, and variants thereof are used as 

immunogens to produce antibodies immunospecif ic for one or more 

10 ADAMTS-N protein. The term "immunospecif ic" means the antibodies 

have substantially greater affinity for one or more ADAMTS-N protein 

than for other proteins. Such antibodies may include, but are not 

limited to, polyclonal, monoclonal, chimeric, single chain, and Fab 

fragments . 

15 Antibodies are also prepared using an oligopeptide having a 

sequence which is identical to a portion of the amino acid sequence 
of an ADAMTS-N protein. Preferably the oligopeptide has an amino 
acid sequence of at least five amino acids, and more preferably, at 
least 10 amino acids that are identical to a portion of the amino 

20 acid sequence of an ADAMTS-N protein. Such peptides are 

conventionally fused with those of another protein such as keyhole 
limpet hemocyanin and antibody produced against the chimeric 
molecule. One preferred oligopeptide for preparing an antibody to 
mouse ADAMTS-5 has the sequence (C)HIKVRQFKAKDQTRF, SEQ ID NO: 30, 

25 Another preferred oligopeptide for preparing an antibody to ADAMTS-5 
is CEAKNGYQSDAKGVKTFVEWVPKYAG, SEQ ID NO : 3 1. One preferred 
oligopeptide for preparing an antibody to ADAMTS-6 has the sequence 
SVSIERFVETLWADK(C) , SEQ ID NO: 23. One preferred oligopeptide for 
preparing an antibody to ADAMTS -7 has the sequence 

30 (OEVAEAANFLALRSEDPEKY, SEQ ID NO: 24. One preferred oligopeptide for 
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preparing an antibody to ADAMTS-8 has the sequence 

CVKEDVENPKAWDGDWGP, SEQ ID NO: 25. One preferred oligopeptide for 
preparing an antibody to ADAMTS-9 has the sequence 

QHPFQNEDYRPRSASPSRTH, SEQ ID NO:26. Another preferred oligopeptide 
5 for preparing an antibody to ADAMTS-9 has the sequence 

PQNCKEVKRLKGASEDGEYF, SEQ ID NO:27. Ooe preferred oligopeptide for 
preparing an antibody for ADAMTS-Rl has the sequence QELEEGAAVSEEPS , 
SEQ ID NO:28. Another preferred oligopeptide for preparing an 
antibody for ADAMTS-Rl has the sequence YYPENIKPKPKLQE ; SEQ ID NO: 2 9,. 
10 Polyclonal antibodies are generated using conventional 

techniques by administering the ADAMTS-N protein or achimeric 
molecule to a host animal. Depending on the host species, various 
adjuvants may be used to increase immunological response. Among 
adjuvants used in humans. Bacilli Calmette-Guerin (BCG) , and 
15 Corynebacterium parvum. are especially preferable. Conventional 
protocols are also used to collect blood from the immunized animals 
and to isolate the serum and or the IgG fraction from the blood. 

For preparation of monoclonal antibodies, conventional 
hybridoma techniques are used. Such antibodies are produced by 
20 continuous cell lines in culture. Suitable techniques for preparing 
monoclonal antibodies include, but are not limited to, the hybridoma 
technique, the human B-cell hybridoma technique, and the EBV 
hybridoma technique . 

Various immunoassays may be used for screening to identify 
25 antibodies having the desired specificity. These include protocols 
which. involve competitive binding or immuno radiometric assays and 
typically involve the measurement of complex formation between the 
respective ADAMTS-N protein and the antibody. 
Polynucleotides that encode ADAMTS-N proteins 
30 Polynucleotides comprising sequences encoding an ADAMTS-N 
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protein or an ADAMTS-Rl protein may be synthesized in whole or 

in part using chemical methods. Polynucleotides which encode an 

. ADAMTS-N protein, particularly alleles of the genes which encode the 
ADAMTS-N protein, may be obtained by screening a genomic library or 

5 cDNA library with a probe comprising sequences identical or 
complementary to the sequences shown in Figures 1-10 or with 
antibodies immunospecif ic for a ADAMTS-N protein to identify clones 

;. containing such polynucleotide. 

:. Example 1 7UDAMTS-512 protein 
10 A cDNA encoding mouse ADAMTS-5 protein was obtained using IMAGE 

Clone 569515, purchased from Research Genetics, Huntsville, Alabama 

and 7 day old mouse embryo cDNA library from Clontech, Palo Alto, 

OA. A cDNA encoding human ADAMTS-5 protein was obtained using IMAGE 

Clone 345484 purchased from Research Genetics, Huntsville, Alabama 

15 and a human fetal brain cDNA from Clontech. The clone inserts were 
sequenced in their entirety. Using oligonucleotide primers based on 
the sequences at the ends of the. clone inserts as template, 
successive rounds of RACE (Rapid Amplification of cDNA Ends) by PCR 
was performed at 5' and 3 ends. RACE primers were generated 50-200 

20 bp from the ends of the secpaences so that the contiguity of RACE 
clones with the I.M.A.G.E. clone could be clearly established. A 
single round of 5' and 3' 20 RACE sufficed for cloning of the entire 
coding sequence of the mouse ADAMTS-5 protein and part of the 
catalytic zinc binding site through to the stop codon of the human 

25 ADAMTS-5 protein. Primers were designed with calculated Tm>72®C and 
RACE was performed with nested primers for each amplification. PCR 
used the Advantage PCR reagents (Clontech, Palo Alto, CA) ; the 
polymerase mix contained both Tag polymerase as well as proofreading 
polymerase to minimize PCR errors and employed hot -start" PCR for 

30 optimal efficiency. RACE used the following "touch-down" cycle 
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conditions; 95®C for 1 minute followed by 5 cycles of 95®C for 0.5 
minutes, 72 *C for 5 minutes, then 5 cycles of 95*C for 0.5 minutes, 
70<>C for 5 minutes and 20 cycles of 95»C for 0.5 minutes,- 68® C for 5 
minutes. The PGR products were analyzed by Southern blotting, 
S initially using [a"Pl -dCTP labeled. 

Hybridizing bands were ligated into pGEM-T Ea-sy (Promega, 
Madison', WI) and individual clones were selected by another round of 
Southern analysis . Automated nucleotide sequencing of "both strands 
of each clone were done at the Molecular Biotechnology Core of the ^' 

10 Lerner Research Institute, Cleveland Clinic Foundation and nucleotide 
sequence data were analyzed using the DNAStar software. By 
integration of the overlapping sequences thus obtained, a contiguous 
nucleotide sequence was determined. The nucleotide sequence of the 
mouse ADAMTS-5 cDNA and the predicted amino acid sequence of the 

15 protein encoded by this cDNA are shown in Fig. 1. The nucleotide 
sequence of the human ;a)AMTS-5 cDNA and the predicted partial amino 
acid sequence of the protein encoded by this cDNA are shown in Fig. 
2 . 

The predicted molecular mass (Mr) of the mature ADAMTS-5 
20 protein is 73717.50 daltons. It is expected that the actual Mr of 
the active ADAMTS-5 protein is different due to pos t- translational 
modification, which could potentially increase the Mr. The predicted 
domain organization of ADAMTS-5 protein relative to the cloned cDNA 
is shown in Figure 12. The pro-domain of the full-length mouse 
25 ADAMTS-5 protein has 3 consensus cleavage signals for furin. The 
most carboxyl- terminal furin cleavage site in ADAMTS-5 predicts the 
processing site for generation of the mature protein The catalytic 
domain of the ADAMTS-5 protein contains eight cysteine residues and a 
. reprolysin -zinc binding signature sequence, i.e., HEIGHLLGLSHD . 
30 Five cysteine residues are upstream of the zinc binding sequence, 
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• while three residues are downstream, an arrangement that is shared 
with other ADAMTS members . The zinc binding signature is followed by 
a "Met-turn". The catalytic domain is followed by a domain with 35% 
similarity to snake venom disintegrins • The disintegrin domain 
5 contains eight cysteine residues. The first TS repeat contains 52 
_ residues and is followed by a conserved cysteine-rich sequence termed 
•: the cysteine-rich domain, designated "CRD", to distinguish it from 
. the cysteine- free spacer domain. The CRD contains ten conserved 
cysteines and demonstrates high sequence homology with the CRD of 
10 other ADAMTS-N proteins. The spacer domain of mouse ADAMTS-5 is 158 
amino acids in length and is followed by a second TS module. ADAMTS- 
5 contains three potential glycosylation sites in the mature protease 
one of which is just upstream of the start of the spacer domain and 
the second lies within the spacer domain and the third is near the 
15 start of the disintegrin domain. The human ADAMTS-5 protein and the 
mouse ADAMTS-5 protein have 96% sequence identity. ADAMTS-5 bears 
46% sequence identity to ADAMTS-4 (KIAA0688) , which is characterized 
as being involved in catabolism of aggrecan core protein in arthritis 
and 60% identity to ADAMTS-1 which is involved in inflammation. 

20 Example 2 ADAMTS -6 

The nucleotide sequence of a human cDNA encoding the full- 
length ADAMTS-6 protein was obtained using IMAGE clone 742630, which 
encodes EST AA400393, and a human fetal brain cDNA from Clontech. 
RACE was performed as described above in Example 1. The I.M.A.G.E. 

25 clone 742630 contained an ORF flanked by consensus splice sequences, 
indicating the presence of introns. Two successive rounds of RACE at 
the 5' end and a single round of RACE at the 3' end provided the 
complete coding 8ec[uence of ADAMTS-6. The putative ATG codon is 
within a Kozak consensus sequence and encodes the first methionine 

3 0 within the ORF. 
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The nucleotide sequence of the ADAMTS-6 DNA is shown in Fig. 3 
The predicted amino acid sequence, SEQ ID NO: 6, of the ADAMTS-6 
protein is also shovm in Fig, 3. The predicted Mr of the full- 
length, unprocessed ADAMTS-6 protein is 97,115 daltons., and the 
5 predicted Mr of the mature ADAMTS-6 protein is 68412.10 daltons. The 
domain organization of the ADAMTS-6 protein is shown in Fig. 12. The 
pro-domain of the full-length ADAMTS-6 protein has one consensus 
cleavage signal for furin. The catalytic domain of the AD7^TS-6 
contains six cysteine residues and the reprolysin -zinc binding 

10 signature sequence, HEIVHNFGMNHD, which is followed by a "Met - turn" . 
The catalytic domain is followed by a domain with 3 5% similarity to 
snake venom disintegrins . The disintegrin domain contains 

eight cysteine residues. The first TS repeat contains 52 residues 
and is followed by a conserve CRD sequence which contains ten 

15 conserved cysteines and demonstrates high sequence homology with the 
CRD of other ADAMTS proteins. The spacer domain of ADAMTS-6 is 127 
amino acids in length and is followed by a second TS module. ADAMTS- 
6 contains four potential glycosylation sites within the pyo-domain 
and two in the mature protease one of which is in the cysteine rich 

20 domain and the other of which is in the spacer domain. ADAMTS-6 

bears 46% sequence identity to ADAMTS-1, which is involved in 

inflammation. 

Example 3 ADAMTS -7. 

The nucleotide sequence of a cDNA encoding an ADAMTS-7 protein 

25 was obtained using IMAGE clone 272098, which encodes EST N4.8032, and 
a human fetal brain cDNA from Clontech, RACE was performed as 
described above in Example 1. The I.M.A.G.E. clone 272098 encoded a 
putative pre-pro region and was extended in the 3 '-direction by two 
successive rounds of RACE. A typical signal peptide sequence lies 

30 downstream of the first methionine in the translated ORF. This 
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methionine codon lies within a satisfactory Kozak consensus for 
translation initiation. 

The nucleotide sequence of the ADAMTS-7 cDNA is shown in Fig. 
4. The predicted amino acid sequence, SEQ ID NO: 8, of the ADAMTS-7 
5 protein is also shown in Fig. 4. The predicted Mr of the hill- 
ed length, unprocessed ADAMTS-7 protein is 116,607 daltons, and the 
. predicted Mr of the mature ADAMTS-7 protein is 84005 daltons. The 
domain organization of the ADAMTS-7 protein is shown in Fig, 12. The 
pro-domain of the full-length ADAMTS-7 protein has one consensus ^ 

10 cleavage signal for furin. The catalytic domain of the ADAMTS-7 
protein contains eight cysteine residues and the reprolysin-zinc 
binding signature sequence, HELGHSFGIQHD, which is followed by a 
*^Met-tum". The catalytic domain is followed by a domain with 30% 
similarity to snake venom disintegrins The disintegrin domain 

15 contains eight cysteine residues. The first TS repeat contains 52 
residues and is followed by a conserved CRD sequence which contains 
ten conserved cysteines. The spacer domain of ADAMTS-7 is 221 amino 
acids in length and is followed by a second TS module and a short 
sequence containing two cysteine residues. ADAMTS-7 contains three 

20 potential glycosylation sites within the mature protease; one of 
which is just upstream of the spacer domain and one of which is 
within the spacer domain. ADAMTS-7 bears 35 % sequence identity to 
ADAMTS-1, which is characterized as being involved in inflammation 
and 32% identity to ADAMTS-2 which is a procollagen processing 

25 enzyme. 

Example 4; ADAMTS-8 

The nucleotide sequence of a cDNA encoding a full-length, mouse 
ADAMTS-8 protein was obtained using IMAGE clone 1260693, which 
encodes EST AA855532, and a mouse embryo cDNA from Clonetech. The 

30 nucleotide sequence of a cDNA encoding a partial ADAMTS-8 human 
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protein was obtained using IMAGE clone 2119838, which encodes EST 
A14 00905, and a human fetal brain cDNA library from Clontech. RACE 
was performed, as described above in Example 1. The nucleotide, 
sequence of the cDNA encoding the full-length ADAMTS-8 mouse protein 
5 and the amino acid sequence of such protein is shown in Fig. 5. The 
nucleotide sequence of the cDNA encoding the partial ADAMTS - 8 human 
protein and the amino acid sequence of such protein is shown in Fig. 
6. 

The predicted Mr of the full-length, unprocessed ADAMTS-8 mouse 

10 protein is 1260693 daltons, and the predicted Mr of the mature 

ADAMTS-8 protein is 68412.10 daltons. The pro domain of the full- 
length ADAMTS-8 protein has one consensus cleavage signal for furinV 
The catalytic domain contains eight cysteine residues and the 
reprolysm-zinc binding signature sequence, HELGHVLSMPHD , which is 

15 followed by a "Met - turn" . The catalytic domain is followed by a 
domain with 20-30% similarity to snake venom disintegrins . The 
disintegrin-like domain contains eight cysteine residues. The first 
TS repeat is followed by a conserved CRD sequence which contains 10 
conserved cysteines. The spacer domain of ADAMTS-8 is 146 amino 

20 acids in length and is followed by a second TS module. The ADAMTS-8 
protein contains 4 potential glycosylat ion sites within the mature 
protease: one is in the cysteine-rich domain; one is in the 
catalytic domain; and two are in the disintegrin-like domain. 
ADAMTS-8 bears 46% sequence identity to ADAMTS-1 and 42% identity to 

25 ADAMTS -4 . 

Example 5; ADAMTS -9 

The nucleotide sequence of a cDNA encoding a full-length, human 

ADAMTS- 9 protein was obtained using IMAGE clone 646675, which encodes 

EST AA205581, and a human fetal brain cDNA from Clonetech. The 

30 micleotide sequence of a cDNA encoding a partial ADAMTS -9 mouse 
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protein was obtained using IMAGE clone 535663, which encodes EST AAl 
06215, and a mouse cDNA library obtained from Clonetech. RACE was 
performed as described above in Example 1. The nucleotide sequence 
of the cDNA encoding the full-length ADAMTS-9 human proteinand the 
5 amino acid sequence of such protein is shown in Fig. 6. The 

nucleotide sequence of the cDNA encoding the partial ADAMTS-9 mouse 
protein and the amino acid sequence of such protein is shown in Fig. 
7 . 

The predicted Mr of the mature human ADAMTS-9 protein is ^ 

10 189777.20 daltons. The prodomain of the predicted ADAMTS-9 protein 

has 3 consensus cleavage signal for furin. The catalytic domain of 

the ADAMTS-9 contains eight cysteine residues and the reprolysin - 

zinc binding signature sequence, HELGHVFNMPHD, which is followed by a 

"Met-turn". The catalytic domain is followed by a domain with 25-30% 

15 similarity to snake venom disintegrins The disintegrin domain 

contains eight cysteine residues. The first TS repeat contains is 

followed by a conserved CRD sequence which. contains 10 conserved 

cysteines. The spacer domain of ADAMTS-9 is 124 amino acids in 

length and is followed by 14 additional TS modules and a C-terminal 

20 domain. The ADAMTS-9 protein contains 6 potential glycosylation 

sites within the mature protease: one in the spacer domain, one in 

TSP 1 -*7, one in TSPI-8, and 3 in the C-terminal domain. The ADAMTS- 

9 bears 44% sequence identity to ADAMTS-4. 

Example 6: ADAMTS-10 
25 The nucleotide sequence of a cDNA encoding a fall -length 

ADAMTS- 10 protein was obtained using IMAGE clone 110403, which 

encodes EST AA588434, and a human fetal brain cDNA from Clonetech. 

The nucleotide sequence of a cDNA encoding a partial, mouse ADAMTS-10 

protein was obtained using IMAGE clone 1077653, which encodes EST 

30 AA822090, and a mouse embryo cDNA library from Clonetech. RACE was 
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performed as described above in Example 1. The nucleotide sequence 
of the human ADAMTS-10 cDNA and the predicted amino acid sequence, 
SEQ ID 18, of the human ADAMTS-IO protein encoded by such* DNA is 
shovm in Fig. 9. The nucleotide sequence of the cDNA encoding the 
5 partial mouse ADAMTS-10 protein and the amino acid sequence of such 
protein is shown in Fig- 10. 

The predicted Mr of the mature ADAMTS-10 protein is 95238 
daltons. The pro-domain of the full-length ADAMTS-10 protein has no 
consensus cleavage signal for furin. The catalytic domain of the 
10 ADAMTS-10 contains eight cysteine residues and the reprolysin-zinc 
binding signature sequence, HEIGHTFGMNHD, which is followed by a 
'*Met-turn". The catalytic domain is followed by a domain with 30% 
similarity to snake venom diisintegrins . The disintegrin-like domain 
contains eight cysteine residues. The first TS repeat is followed by 
15 a conserved CRD sequence which contains 8 conserved cysteines . The 
spacer domain of ADAMTS-10 is followed by 4 additional TS modules and 
a Kunitz domain. The ADAMTS-10 protein contains 2 potential 
glycosylation sites within the mature protease: one in the catalytic 
domain, and one in the TS 1-3 domain. ADAMTS-10 bears approximately 
20 40% sequence identity to ADAM-TSl, which is characterized as being 
involved in inflammation. 

Comparison of the ADAMTS-N Proteins. 

As shown in Figure 11, the ADAMTS-5. ADAMTS-6, and ADAMTS-7 

proteins share a common domain organization. From amino to carboxyl 

25 termini, they are as follows: 

1. A pre-pro region. A typical signal sequence of variable length 
is followed by a putative pro-region of variable length but 
demonstrating short stretches of sequence identity- Three cysteine 
residues are, predicted within each novel pro-domain, of which the 

30 most C-terminal is an asymmetric" cysteine lying within a sequence 
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context similar to the cysteine "switch" of the MMPs. All three 
novel cDNAs predict consensus cleavage signals for furin, three in 
the case of ADAMTS-5, and one each in the case of ADAMTS-6 and 
ADAMTS-7. The most carboxyl- terminal furin cleavage site in ADAMTS-5 
5 predicts the processing site for generation of the mature protease. 
The amino terminus of the mature proteins is predicted to start at 
the residue immediately following the cleavage sites. 

2. A catalytic domain. The catalytic domains are very similar to 
each other and contain eight cysteine residues and a typical ^ 

10 reprolysin-type zinc binding signature followed by a "Met-turn" . 
Five cysteine residues are upstream of the zinc binding sequence, 
while three residues are downstream, an arrangement that is shared 
with other ADAMTS members. The methionine of the met-turn is not at 
a constant distance from the zinc-binding signature, but in all three 

15 novel proteases, a constant cysteine residue is present in that 
interval . 

3. A disintegrin-like domain. The catalytic domain is followed by 
a domain of 60-90 residues with 35-45% similarity to snake venom 
disintegrins, but without the canonical cysteine arrangement seen in 

2 0 the latter. This disintegrin-like domain is of comparable length in 

ADAMTS-5 and ADAMTS-7, it is considerably shorter in ADAMTS-6. 

4. A TS module. The first TS repeat is very similar in all three 
novel proteases and very similar to the first TS repeat of other 
ADAMTSs. It contains the same number of residues (fifty-two) in all 

25 three novel proteins. 

5. The cysteine-rich domain. This TS domain is followed by a 
conserved cysteine-rich sequence termed the cysteine-rich domain 
(CRD) . 

6. The spacer domain. This domain is of variable length, in all 

3 0 ADAMTSs and lacks the sequence landmarks so characteristic of all the 
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Other domains. It shows the least homology of all the domains.* 
7. A C- terminal TS module. The sequence of the second TS module 
is more variant between the members of the ADAMTS family than the 
first TS module, despite the conservation of the number and spacing 
5 of cysteine residues. 

Overall, the predicted mature forms of these proteases show 20- 
30% similarity to each other and to ADAMTSl-4 although this may be 
considerably higher or lower for individual domains as described 
above. ^ 

10 ADAM-TS9 and ADAM-TSIO contain all the domains present in 

ADAMTS -5 through ADAMTS- 8. In addition, ADAMTS -9 and ADAMTS- 10 
contain the following domains: 

A. ADAMTS-9: After the c-terminal TSl domain which is 
present in ADAMTS5-8, ADAMTS-9 contains 13 additional and homologous 

15 TSll domains, thus, ADAMTS-9 contains a total of 15 TSl domains, of 
which 14 are adjacent to each other in the c-terminal half of the 
molecule. The 15th TSl domain from the N- terminus is followed by a 
unicpie c-terminal domain which does not possess recognizable domain 
structure and contains 196 residues including 9 cysteine residues. 

20 B. ADAMTS-10: After the c-terminal TSl domain which is 

present in ADAMTS 8, ADAMTS-10 contains 3 additional and homologous 
TSl domains, thus, that ADAMTS-10 contains a total of 5 TSl domains, 
of which 4 are adjacent to each other in the c-terminal half of the 
molecule. The 5th TS 1 domain from the N-terminus is followed by an 

25 additional 47 amino acid residues including six (6) cysteine 

residues. These 47 residues have sequence similarity of 30%-40% to 
the c- terminus of pro-hormone convertase 5 and 6, and to the Kunitz 
family of inhibitors. 
Northern Analysis 

30 Mouse embryo northern blots and multiple tissue northern blots 
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from human and mouse tissues (Clontech, Palo Alto, CA) were 
hybridized to the [a^^P] -dCTP labeled inserts of I.M.A.G.5. clones as 
per the manufacturer's recommendations followed by autoradiographic 
exposure for 3-7 days. 
5 In situ hybridization used cryosections of mouse embryos of 

gestational age 8.5 days and 10.5 days. Embryos were collected with 
the inclusion of the surrounding uterus and fixed overnight in 4% 
paraformaldehyde. Sense and anti-sense probes continuously labeled 
with digoxigenin-UTP (Boehringer-Mannheim, Indianapolis, IN) were ^ 

10 transcribed with T7 and T3 RNA polymerases, respectively, using as 
template a 63 0 bp EcoRI-Sacl fragment from the Adamts-S clone 569515 
(Fig. 14) cloned into pBluescript SK+ (Stratagene, La Jolla, CA) . In 
situ hybridization was done essentially as previously described in 
Apte, et al. (1997) J. Biol. Chem. 272:2551-25517, which is 

15 specifically incorporated herein by reference, except that sections 
were predigested with proteinase K (Boehringer-Mannheim, 
Indianapolis, IN) at a lower, concentration (1 -5 jig/ml) than 
reported in Apte, et al . . Bound, digoxigenin-labeled probe was 
detected using an alkaline phosphatase tagged anti-digoxigenin 

2 0 antibody (Boehringer-Mannheim, Indianapolis, IN) and nuclei were 
counters tained with methyl green. 

Specific hybridization of the antisense Adaints-5 probe to 
sections of 8.5 day-old mouse embryos was obtained, whereas only low 
background staining was noted with the control sense probe. Staining 

25 was uniform throughout the 8.5 day old embryos. In addition, there 
was labeling of mRNA in trophoblastic cells lining the uterine cavity 
as well as in the developing placenta (Fig. 14) . The decidual 
reaction within the uterus also showed upregulation of Adaints-5 mRNA 
relative to the negative controls. In sections from 10.5 day old 

30 embryos, labeling was widespread but less intense compared to the 8.5 
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day-old embryo. Labeled cells were seen in mesenchyme and somites as 
well as in the neural tube and developing hindgut . Northern analysis 
also indicated that mRNA encoding ADAMTS-5 was present in human 
placenta but was barely detectable in adult lung, heart, brain, 
5 liver, skeletal muscle, kidney and pancreas. 

Northern analysis showed undetectable expression of Adaints-6 
during mouse embryo development. Northern analysis indicated that 
mRNA encoding ADAMTS-6 was present in human placenta but was 

barely detectable in adult lung, heart, brain, • liver , skeletal ^ 
10 muscle, kidney and pancreas. Adamts-l was expressed at low levels 
throughout mouse development. In adult human tissues examined with 
human cDNA probes, ADAMTS-7 mRNA was found in all tissues examined, 
i.e. in lung, heart, brain, liver, skeletal muscle, kidney, pancreas 
and placenta. The sizes of the mRNA species recognized by the probes 
15 varied. ADAMTS-5 mRNA was approximately 10 kbp in size in human 

tissue. The most prominent Adamts-S species was estimated at 7.5 kbp 
together with additional bands at 10 kbp and 4.5 k±)p. The lone mRNA 
species detected by ADAMTS-6 probe was approximately 8.5 kbp, whereas 
the most common mRNA species detected by ADAMTS-7 probe 5 was 5 kbp 
20 in size with an additional species seen at 7 kbp in skeletal muscle. 

In mouse, ADAMTS-8 is expressed during fetal development (days 
7, 11, 15, 17) and in adult mouse lung and heart with an mRNA size of 
approximately 3.8 kbp. In adult human tissue, ADAMTS-8 is expressed 
in lung and brain but not in heart, muscle, kidney, colon or thymus. 
25 The mRNA size is 3.8 kbp. 

ADAMTS-9 is expressed in lung, ovary placenta, hieart, brain, 
muscle, kidney and pancreas with a mRNA size of . 8 kb . In addition, 
kidney and ovary contain additional transcripts of size 3 kb and 4.4 
kb respectively. These additional transcripts may represent 
30 alternatively spliced or short forms of ADAMTS9. 
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ADAMTS-10 is expressed in thymus, prostate, testis, ovary, 

small intestine, colon, peripheral blood leukocytes, heart, brain, 

placenta, lung, liver, muscle, kidney and pancreas, as well as in 

many cell lines such as A549, HeLa and K562 . There are two 

5 transcripts of 5 kb and 8kb present in all tissues. 

Example 7; ADAMTS-Rl 

The nucleotide sec[uence of a cDNA encoding a full-length 

ADAMTS-Rl protein was obtained using IMAGE clone 752797 which encodes 

EST AA, and a human fetal brain cDNA from Clontech. RACE was 

10 performed as described above in Example 1. The nucleotide sequence, 
SEQ ID NO: 21, of the ADAMTS-Rl cDNA and the predicted amino acid 
sequence, SEQ ID NO:22, of the ADAMTS-Rl protein encoded by such DNA 
is shown in Fig. 11. 

The predicted Mr of the full-length, unprocessed ADAMTS-Rl 

15 protein is 58358.20 daltons. The domain organization of the ADAMTS- 
10 protein is shown in Fig. 15. In contrast to the ADAMTS-N proteins 
of examples 1-6, ADAMTS-Rl protein does not have a pro- 
metal loprotease or disintegrin-like domain or a consensus cleavage 
signal for furin. ADAMTS-Rl has a signal (pre) peptide which is 

20 followed by a first TS module and a conserved CRD sequence which 
contains 10 conserved cysteines. The spacer domain of ADAMTS-Rl is 
115 amino acids in length and is followed by 3 additional TS modules 
and a short sequence of 33 amino acids . The ADAMTS-Rl protein 
contains one potential glycosylation sites which is in the spacer 

25 domain. AD7VMTS-R1 bears 30-40% sequence identity to ADAMTSl and 
ADAMTS4 in the related domains. ADAMTS-Rl mRNA is present in human 
heart, brain, kidney, muscle, lung, placenta, testis, ovary, colon, 
intestine, and prostate. There are three transcripts of 2.5 kb, 4.7 
kb and 6.5 kbp present in all such tissues. In mouse, expression is 

30 seen in skeletal muscle, and the transcript size is 6.5 kb. 
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Although certain embodiments of this invention have been shown 
and described, various adaptations and modifications can be made 
without departing from the scope of the invention as defined in the 
appended claims . 
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CLAIMS 

1. An isolated mammalian protein selected from the group 

consisting of an ADAMTS-5 protein an ADAMTS-6 protein, an 
ADAMTS-7 protein, an ADAMTS-8 protein, an ADAMTS-9 protein, an 
5 ADAMTS-10 protein, and an ADAMTS-Rl protein, 

2 . The isolated mammalian protein of claim 1 wherein said protein 
comprises an amino acid sequence which is at least 95% 
identical to a sequence selected from the group consisting of: 
amino acid 262 through amino acid 930 of SEQ ID NO: 2; amino ^ 

10 acid 1 through amino acid 518 of SEQ ID NO: 4; amino acid 245 

through amino acid 860 of SEQ ID NO: 6; amino acid 233 through 
amino acid 997 of SEQ ID NO: 8; amino acid 229 through amino 
acid 905 of SEQ ID NO: 10; amino acid 1 through amino acid 245 
of SEQ ID NO: 12; amino acid 236 through amino acid 1882 of SEQ 

15 ID NO: 14; amino acid 1 through amino acid 874 of SEQ ID NO: 16; 

amino acid 212 through amino acid 1081 of SEQ ID NO: 18; amino 
acid 1 through amino acid 4 50 of SEQ ID NO: 20; and amino acid 1 
through amino acid 54 7 of SEQ ID NO: 22. 

3 . The isolated protein of claim 2 wherein said amino acid 

20 sequence further comprises a prepropeptide sequence at the 

amino terminus thereof . 

4. The isolated protein of claim 1 wherein said protein is a human 
ADAMTS-S protein or a mouse ADAMTS~5 protein. 

5. The isolated protein of claim 1 wherein said protein is a human 
25 ADAMTS-6 protein. 

6. The isolated protein of claim 1 wherein said protein is a human 
ADAMTS-7 protein. 

7. The isolated protein of claim 1 wherein said protein is a mouse 
ADAMTS-8 or a human ADAMTS-8 protein. 

30 8. The isolated protein of claim 1 wherein said protein is a human 
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ADAMTS-9 or a mouse ADAMTS-9 protein. 

9. The isolated protein of claim 1 wherein said protein is a human 
ADAMTS-10 or a mouse ADAMTS-10 protein. 

10. The isolated protein of claim 1 wherein said protein is a human 
5 ADAMTS-Rl protein. 

11. An isolated polynucleotide comprising a sequence which encodes 
a mammalian protein selected from the group consisting of an 
ADAMTS-5 protein, an ADAMTS-6 protein, an ADAMTS-7 protein, an 
ADAMTS-8 protein, an ADAMTS-9 protein, an ADAMTS-10 protein, ^ 

10 and an ADAMTS-Rl protein. 

12. The isolated polynucleotide of claim 11 wherein said protein 
comprises an amino acid sequence which is at least 95% 
identical to a sequence selected from the group consisting of: 
amino acid 262 through amino acid 930 of SEQ ID NO: 2; amino 

15 acid 1 through amino acid 518 of SEQ ID NO: 4; amino acid 245 

through amino acid 860 of SEQ ID NO: 6; amino acid 233 through 
amino acid 997 of SEQ ID NO: 8; amino acid 22 9 through amino 
acid 905 of SEQ ID NO: 10; amino acid 1 through amino acid 245 
of SEQ ID NO: 12; amino acid 236 through amino acid 1882 of SEQ 

20 ID NO: 14; amino acid 1 through amino acid 874 of SEQ ID NO: 16; 

amino acid 212 through amino acid 1081 of SEQ ID NO: 18; amino 
acid 1 through amino acid 450 of SEQ ID NO: 20, and amino acid 1 
through amino acid 547 of SEQ ID NO: 22. 

13. The isolated polynucleotide of claim 11 wherein said nucleotide 
25 sequence encodes a protein having a signal sequence at the 

amino terminus thereof . 

14. The isolated polynucleotide of claim 11 wherein said 
polynucleotide comprises a sequence selected from the group 
consisting of: nucleotide 800 through nucleotide 2810 of SEQ 

30 ID NO:l of an allelic variant thereof; nucleotide 1 through 
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nucleotide 1519 of SEQ ID NO: 3 or an allelic variant thereof; 
nucleotide 754 through nucleotide 2602 of SEQ ID NO: 5 or an 
allelic variant thereof; nucleotide 708 through nucleotide 3003 
of SEQ ID NO: 7 or an allelic variant thereof; nucleotide 962 
5 through nucleotide 2992 of SEQ ID NO: 9 or an allelic variant 

thereof; nucleotide 1 through nucleotide 739 of SEQ ID NO: 11 or 
an allelic variant thereof; nucleotide 708 through nucleotide 
564 8 of SEQ ID NO: 13 or an allelic variant thereof; nucleotide 
1 through nucleotide 2625 of SEQ ID NO: 15 or an allelic variant 

10 thereof; nucleotide 634 through nucleotide 3243 of SEQ ID NO: 17 

or an allelic variant thereof; nucleotide 1 through nucleotide 
1642 of SEQ ID NO: 19 or an allelic variant thereof; and 
nucleotide 51 through nucleotide 1625 of SEQ ID NO: 21 or an 
allelic variant thereof. 

15 15- The isolated polynucleotide of claim 11 wherein said 

polynucleotide hybridizes under stringent conditions to a 
nucleic acid molecule comprising a sequence complementary to 
the protein encoding sequence of SEQ ID NO:l; SEQ ID NO:3; SEQ 
ID NO: 5; SEQ ID NO : 7 ; SEQ ID NO: 9; SEQ ID NO: 11; SEQ ID NO: 13; 

20 SEQ ID NO:15; SEQ ID NO:17; SEQ ID NO:19; or SEQ ID NO:21. 

16. An isolated polynucleotide having a sequence which is 
complementary to the protein encoding sequence of the 
polynucleotide of claim 11. 

17. An expression vector comprising a polynucleotide of claim 11. 
25 18. A host cell transformed or transfected with an expression 

vector of claim 17. 
19. A method for producing an ADAMTS-N protein or an ADAMTS-Rl 
protein, said method comprising the steps of 
(a) culturing a host cell of claim 18 under conditions 
30 suitable for expression of an ADAMTS-N protein or an ADAMTS-Rl 



BNSCXXIO: <WO 01 1 1074A2J_> 



wo 01/11074 



-42- 



PCTAJSOOi/21223 



protein; and 

(b) recovering said ADAMTS-N protein or said ADAMTS-Rl 
protein from the host cell culture. 

20. An antibody that binds to a protein selected from the group 
5 consisting of an ADAMTS-5 protein, an ADAMTS-6 protein, an 

ADAMTS-7 protein, an ADAMTS-8 protein, an ADAMTS-9 protein, an 
ADAMTS-10 protein and an ADAMTS-Rl protein. 

21. An oligopeptide for producing an antibody that binds to an 
ADAMTS-N protein or an ADAMTS-Rl protein wherein said 

10 oligopeptide has a sequence selected from the group consisting 

of: 

a) SVSIERFVETLWADK, SEQ ID Np:23; 

b) EVAEAANFLALRSEDPDKY, SEQ ID NO:24; 
C) VKEDVENPKAWDGDWGP, SEQ ID NO: 25; 

15 d) QHPFQNEDYRPRSASPSRTH, SEQ ID NO: 26; 

e) PQNCKEVKRIiKGASEDGEYF, SEQ ID NO: 27; 

f) QELEEGAAVSEEPS , SEQ ID NO: 28; 

g) YYPENIKPKPKIiQE; iSEQ ID NO: 29; 

h) HIKVRQFKAKDQTRF; and 

20 i) CEAKNGYQSDAKGVKTFVEWVPKYAG, SEQ ID NO: 30. 
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Fig.l 



FEATURES Location/Qualifiers 
source 1..3002 

/organisms *Mus imisculus* 

/db_xref =■ taxon: 10090 ■ 

/chroiTiosome= "Mouse 16" 

/map="58 cM (consensus position) • 
gene 1. .3002 

/notes' a disintegrin-like and me tallopro tease domain with 

thtrombospondin type I repeats) " 

/gene= ■ AdamtsS " 
CDS 18.. 2810 

/genes * Adamts 5 " 

/note= "putative secreted metalloprotease* 
/codon^s tar t» 1 

/products "ADAM-TS5 (a disintegrin-li)ce and metalloprotease 
domain with thrombospondin type Z repeats) " 

/ translations 'MRLEWT^T ,T J .T.T .T .T.T rSASCLSLAADSPAAAPAQDKTRQPQAAAA 

AAEPDQPQGEETOERGHLQPU^GQRRSGGLVHNIDQLYSGGGKVGYLWAGGRJ^^ 

LERDDTVGAAGSIOTAGGGLSASSGHI^aFTOGTVTC 

KHARYTIJCPIJJlGSWAEYERr^GroSSRIUlVrmiEGFSFEALPPI^ 

QESPSVHSRSRRRSAIJVPQLIJ3HSAFS PSGNAGPQTIVWRRRRRS I 

SSMARMyGRGLQHYLLTLAS IA^mLYSHASIENHI^UAWKVWLTDKr7^SI^SKNA 

ATTLKNFCKWHQHNQLGDDHEEHYDAAILFTREDUXSHI^ 

SCAVIEDDGLHAAFTVAHEIGHUJGLSHDDSKFCEENFXnT^^ 

PWSKCTSATITEFlJDDGH(3JCIJLJ>LPWCQIIiGPEELPGQTY^ 

PGMDVCARLWCAVVmQGQMVCLTKKLPAVBGTPCGKGRVCLCJC^ 

HGNMGSV4GPMGC^SRSCGOGVQPAYRHCNNPAPIU9SGRyCT6KRArY^^ 



BNS0OCID:<WO 0111074A2.I > 



wo 01/11074 



2/54 



PCT/USOO/21223 



GKSFRHEQCEAK^KS?YQSDAKGVKTFVEW^^KyAGVLPADVCKLTC w 

KVTDGTECRPYSNSVCVRGRCVRTGCDGI IGSKLQVDKCGVCGGDNSSCTKl IGTFNK 
KSKGVTDVAmiPEGATHIKVRQFKAKIX2TRFPAYlAIJa<KTGE^ 
IDINGTVMNYSGWSHRDDFI^aiGYSATKEILIVQIlJa'DPTKAU^ 
QKVNSVISKGSNKVGPHSTQLQWVTGPWIACSRTClTrc^^ 
LSQRPSAFKQCLLKKC " 

BASE COUNT 726 a 788 c 845 g 643 t 

ORIGIN 

1 ccggcgggca gcgcactatg cggctcgagt gggcgtcctt gctgctgcta ctgctgctgc 
61 tgagcgcgtc ctgcccgtcc ctggccgctg acagccccgc cgcggcacct gcccaggata 
121 aaaccaggca gcctcaggct gcagcagcgg ccgccgagcc ggaccagccg cagggggagg 
181 aaacacggga gcgaggccat ttacaaccct tggccgggca gcgcaggagc ggcgggctgg * 
241 tccataatat agaccaactc tactctggcg gtggcaaagc gggctacctt gtctacgcgg 
301 gcggccggag gttcctgctg gacctggaga gagatgacac agtgggtgct gctggtagca 
361 tcgttactgc aggaggaggg ctgagcgcat cccctggcca ccggggtcac tgtttctaca 
421 gaggcaccgt ggacggcagc cctcgatccc tagctgtctt tgacctctgc gggggtctcg 
481 atggcttctt tgcagtcaag catgcgcgct acactctaaa gccactcctg cgtgggtcct 
541 gggcagagca tgaacgaatt tatggggacg gatcttcccg catcctgca^ gcctacaacc 
601 gcgagggctt tagcttcgag gccctgccgc cacgcgccag ttgcgagact cctgcatccc 
661 catctgggcc ccaagagagc ccctcggtgc acagtagatc taggagacgc tcagcgctgg 
721 ccccgcagct gctggaccac tcagctttct cgccatctgg gaacgcggga cctcagactt 
781 ggtggaggcg taggcgccgt tccatctcca gggcccgcca ggtggagctc ctcCtggtgg 
841 ctgactcgtc catggccagg aCgtatgggc ggggcctgca gcattacctg ctgaccctgg 
901 cctccatcgc caacaggctg tacagtcacg caagcattga gaaccacaCc cgcctggcgg 
961 tggtgaaggt ggtggtgctg acggacaagg acacgagtct ggaggtgagc aagaatgcgg 
1021 ccacgaccct caagaacttt tgcaaatggc agcaccaaca taaccagcta ggggatgatc 
1081 acgaagagca ctacgatgca gccatcctgt tcacccgaga ggatttatgt gggcatcatt 
1141 catgtgacac cctgggaatg gcagacgttg ggaccatatg ttctccggag cgcagctgtg 
1201 cagtgattga agatgatggc ctccatgcag ccttcactgt ggctcatgaa attgggcatc 
1261 tacttggcct ttctcatgac gattccaaat tctgtgaaga gaacttcggt: actacagaag 
1321 acaagcgttt aatgtcttca atccttacca gcatcgatgc atccaagccc tggtccaaat 
1381 gcacgtcagc caccatcaca gaactcctgg atgatggtca tggtaattgt ttgctagacc 
1441 taccacggaa gcagattttg ggtcccgagg aactcccagg acagacctac gatgccaccc 
1501 agcagtgcaa cttgacattt gggcctgagt actcggtgtg ccctggcatg gatgtctgCg 
1561 cgcggctgtg gtgtgctgtg gtgcgccaag gccaaatggt gtgtctgacc aagaagctgc 
1621 cggctgtgga gggcactccc tgtgggaagg gaagagtctg ccttcaaggc aaatgtgtgg 
1681 acaaaactaa gaaaaaatat tactcgacat caagccatgg aaattggggg tcctggggcc 
1741 cctggggtca gtgttctcgc tcatgcgggg gaggagtgca gtttgcctac cgccattgta 
1801 ataaccctgc acctcgaaac agtggccgct actgcacagg gaagagggcc atataccgtt 
1861 cctgcagtgt tacaccctgc ccacccaatg gtaaatcttt tcgccatgag cagtgtgaag 
1921 ccaaaaatgg ctatcagtct gatgcaaaag gagccaaaac atttgtagaa tgggttccca 
1981 aatatgcagg tgtcctgccg gcagatgtgc gcaagcttac ccgcagagct aagggcacag 
2041 gccactatgt ggtcttttcc ccaaaggtta cggatgggac tgaatgcagg ccgtacagca 
2101 actctgtgtg tgtccgagga cggtgtgtga gaactggatg tgacggcatt attggctcaa 
2161 agctacaata tgacaagtgt ggagtgtgcg gaggggataa ctccagttgt acaaagatta 
2221 tcggaacctt caataaaaaa agcaagggtt atactgacgt tgtgaggatc cctgaaggag 
2281 caacccacat aaaagcccga cagctcaaag ccaaagacca gactagattc cctgcctact 
2341 tagccctgaa gaagaaaact ggcgagtacc ttatcaatgg caagtacatg atttccactt 
2401 cagagaccat catcgacatc aatggtaccg tcatgaacta cagtggatgg agccacagag 
2461 acgatctttc acatgggatg ggctattcag ccacaaaaga aatcctgatc gtgcagatcc 
2521 ttgccacaga cccaactaaa gcgctaggcg tccgttacag cttttttgtt cccaagaaga 
2581 ccacccaaaa agtaaactct gtcatcagcc atggcagcaa caaggtggga ccacactcta 
2641 cacagctgca gtgggtgaca ggtccatggc tggcctgctc caggacctgt gacacaggct 
2701 ggcacactag gaccgtgcag tgccaggatg gaaacaggaa attagctaaa ggatgccttc 
2761 tccctcagag gccttctgca tttaagcaat gtctgctgaa gaaatgtcag cctgtggttt 
2821 accctaacgc acaaaaaaac aacaggagga tcatcgcaga tacagctgtg gtgaagacaa 
2881 ggcctaccca aagcacagaa agtcatgcct tcatgtcatt gtcaccacga gtcgaattat 
2941 gggcagaatc tgctctctgc gaccaaaagg tttactctac ttggtgaatg atggtaccgt 
.3001 ga 
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Fig. 2 



^"^""^ Location/Qualifiers 
source i . . 152 0 

. /organism? "Homo sapiens* 
/db^xref = ■ taxon: 9606 • 
/ chromosomes •21" 

SfllS"™' ^ ^ ""^ g 352 t 4 others 

1 ggacatttac ttggcctctc ccatgacgat tccaaattct gCgaagagac ctttggtccc 
61 acagaagata agcgctcaat gCctCccatc cttaccagca ttgatgcatc taagccctgg 
121 tccaaatgca cttcagccac catcacagaa ttcctggatg atggccatgg taactgtttg 
181 ctggacctac cacgaaagca gatcctgggc cccgaagaac tcccaggaca gacctacgat 
241 gccacccagc agtgcaacct gacattcggg cctgagtacC ccgtgtgtcc cggcanggat 
gtctgcgctc gcctgtggtg tgctgtggta cgccagggcc agacggtctg tctgaccaag 

421 
481 
541 

601 agctgacctg cagagccaag ggcaccggct actatgtggc attttctcca aaggtgaccg 



421 ™f"f" cactgtaata accctgctcc cagaaacaac ggacgctaet 

431 

541 tcaaaactct tgtggaatgg gtteccaaat atgcaggtgt cctgccagcg gatgtgtgca 



gcacagggaa gagggccatc taccactccc gcagtctcat gccctgccca cccaacggta 
481 aatcatctcg tcatgaacag tgtgaggcca aaaatggcta tcagtccgat gcaaaaggag 



241 gccacccagc agtgcaacct gacattcggg cctgagtacC ccgtgtgtcc cggcanggat 

361 
421 
481 
541 
601 

661 atggcactga atgtaggccg tacagtaatt ccgtctgcgt ccgggggaag tgtgtgagaa 
721 ctggctgtga cggcatcatt ggctcaaagc tgcagtatga caagtgcgga gtatgtggag 

84] 
901 
962 
L021 
L081 
L141 
L201 
L261 
.321 

1381 tg^tgaagaa atgttagcct gtgggttatg it^^^tt^; I^^I^glcI c^J^a^g^^c' 

Ittl ^^Ztlll llTJ^'^ll ^^"^^^^'^ 



841 ^^^^^^^^^^ gaacctttaa taagaaaagt aagggttaca 

901 
961 
L021 
L081 
L141 
L201 
L261 

1321 accggaagtt agcaaaagga tgtrcctctct cccaaaggcc ttctgcgttt aagc^cgct 



- — — — — — «-*-3«-»«i-May w oayyyuwaca 

ctgacgtggt gaggattcct gaaggggcaa cccacataaa agttcgacag ttcaaagcca 

961 
1021 
1081 
1141 
1201 

1261 cctgctctag gacctgtgac acaggttggc acaccagaac ggtgcagtgc caggatggaa 



~ — «>3«-<.>.a<»>.»y ww^aoaycca 

aagaccagac tagattcact gcctatttag ccctgaaaaa gaaaaacggt gagtacctta 

1021 

1081 
L141 

1201 gcagcaataa agtgggatca cacacttcgc agccgeagtg ggtcacgggc ccatggctcg 



— w St ~ sjwAMunwyyu yay uciwCC.ua 

in-,, tcaatggaaa gtacatgatc tccacttcag agactatcat tgacatcaat ggaacagtca 
1021 tgaactatag cggttggagc cacagggatg acttcctgca tggcatgggc tactctgcca 
1081 cgaaggaaat tctaatagtg cagattcttg caacagaccc cactaaacca ttagatgtcc 
1141 gttatagctt ttttgttccc aagaagtcca ctccaaaagt aaactctgtc actagtcatg 
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Fig- 3 



FEATURES Location/Qualifiers 
source 1. .2848 

/organisms •Homo sapiens" 

/db^xref = " taxon : 9606 " 

/chromosomes * 5 • 
gene 1..2848 

/notes" A Disintegrin-like And Me tallopro tease domain 

with ThrcOTboSpondin type I motifs 6' 

/gene«*ADAMrS6- 
CDS 22.. 2602 

/gene=*AEiAMTS6- 

/no te= • z inc metal loproteas e • 

/ codon^s tar t=sl 

/products- A Disintegrin-like And Metalloprotease domain 

with ThromboSpondin type I motifs-6 (ADAM-TS6) ■ 

/ trans lac ion= - MEILWKTLTWILSLIMASSEFHSEHRLSYSSQEEFIiTniEHYQL 

TI PIRV1>3NGAFLSFTVKNDKHSRRRRSMDP IDPQQAVSKLFFKLSAYGKHFhXNLTLi 

OTDFVSKHFTVEYWGIOXSPQWKHDFUJNCHY^^ 

EDEEYFIEPrJOTITEDSKHFSYENGHPHVIYKKSAI^RHLYDHSHCXSVS^ 

WWL^OTSTVSYSLPI1OTHIHHRQKRSVSIERFVE^LVVADKM^^ 

SVMN WAKLYRDSSIjS^VVNI IVARLIVLTEI>^P^D^ 

HQSDGOTIPE^roIAHHDICVVLITRYDICTYKI^ 

IGIiGSAFTIAHEIVHNFGMNHr»IGNSCGRKV>IK<MNYGSSW 

HHQLFREVTCRELWCLSKSNRCVTNSIPAAEGTl/: 

IIX3GVgGPWSU^GECSRrCQGG\reSSlJ«CT)SPAPSGGGKy(XGE 

GSRDFREKQCADFTOMPFRGKYyNWKPYTGGGWKPCAI^CIABC^^ 

IXSCNADSLDICIJKSECKHVGCXNILGSDARm 



0in074A2_r.> 
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Fig. 3 (con't) 



GYMEWQI PRGSVHIEVRJEVAMSK^^f IAIJ<SEGDDYYINGAOTII35'/PRKFDVACT 

YKRPTDEPESLEALGPTSEt^IVMVaJiQEQKnXSIKYKFNVPIT^^ 

QPWSECSATCAGGKMPTRQPTQRARSWRTKHILSYAIiCUJ^ 

ETLL" 

BASE COUNT 837 a 551 c 664 g 794 t 2 others 

ORIGIN 

1 aatcatccag ctttctaaat tatggaaatt ttgtggaaga cgttgacctg gattttgagc 
61 ctcatcacgg cttcatcgga atttcatagt gaccacaggc tttcatacag ttctcaagag 
121 gaatccctga cttatcttga acactaccag ctaactattc caataagggt tgatcaaaat 
181 ggagcatttc tcagctttac tgtgaaaaat gataaacact caaggagaag acggagtatg 
241 gaccctattg atccacagca ggcagtatct aagctatttt ttaaactttc agcctatggc 
301 aagcactccc atctaaactt gactctcaac acagattttg tgtccaaaca ttttacagta 
361 gaatatcggg ggaaagacgg accccagtgg aaacatgatt ttttagacaa ctgtcattac 
421 acaggatatt tgcaagatca acgtagtaca actaaagtgg ctttaagcaa ctgtgttggg 
481 ttgcatggtg ctattgctac agaagatgaa gagtatttta tcgaaccttt aaagaatacc 
541 acagaggatt ccaagcattt tagttatgaa aatggccacc ctcatgttat ttacaaaaag 
601 tctgcccttc aacaacgaca tctgtatgat cactctcatt gtggggtttc ggatttcaca 
661 agaagtggca aaccttggtg gctgaatgac acatccactg tttcttattc actaccaatt 
721 aacaacacac atatccacca cagacagaag agatcagtga gcattgaacg gtctgcggag 
781 acattggtag tggcagacaa aatgatggtg ggctaccatg gccgcaaaga cattgaacat 
841 tacattttga gtgtgatgaa tattgttgcc aaactttacc gtgattccag cctaggaaac 
901 gttgtgaata ttatagtggc ccgcttaatt gctctcacag aagatcagcc aaacttggag 
961 ataaaccacc atgcagacaa gtccctcgat agcttctgta aatggcagaa atccattctc 
1021 tcccaccaaa gtgatggaaa caccattcca gaaaatggga ttgcccacca cgataatgca 
1081 gttcttatta ctagatatga tatctgcact tataaaaata agccctgtgg aacactgggc 
1141 ttggcctctg tggctggaat gtgtgagccc gaaaggagct gcagcattaa tgaagacatt 
1201 ggcctgggtt cagcttttac cattgcacat gagattgttc acaattttgg tatgeiaccat 
1261 gatggaattg gaaattcttg tggacgaaag gtcatgaagc agcaaaatta tggcagctca 
1321 cattactgcg aataccaatc ctttttcctg gtctgcttgc agtcgagant acatcaccag 
1381 ctttttagag aagtgtgtag agagctctgg tgcctcagca aaagcaaccg ctgtgtcacc 
1441 aacagtattc cagcagccga ggggacactg tgtcaaactg ggaatattga aaaagggtgg 
1501 tgttatcagg gagattgtgt tcctcttggc acttggcccc agagcataga tgggggctgg 
1561 ggtccctggt cactatgggg agagtgcagc aggacctgcg ggggaggcgt ntcctcatcc 
1621 ctaagacact gtgacagtcc agcaccttca ggaggtggaa aatattgcct: tggggaaagg 
1681 aaacggtatc gctcctgtaa cacagatcca tgccctttgg gttcccgaga ttttcgagag 
1741 aaacagtgtg cagactttga caatatgcct ttccgaggaa agtattataa ctggaaaccc 
1801 tatactggag gtggggtaaa accttgtgca ttaaactgct trggctgaagg ttataatttc 
1861 tacactgaac gtgctcctgc ggtgatcgat gggacccagt gcaatgcgga ttcaccggat 
1921 atctgcatca atggagaatg caagcacgta ggctgtgata atatcctggg atctgatgct 
1981 agggaagata gatgtcgagt ctgtggaggg ggcggaagca cacgtgatgc cattgaaggg 
2041 ttcttcaatg attcactgcc caggggaggc tacatggaag tggtgcagat accaagaggc 
2101 tctgttcaca ttgaagttag agaagttgcc atgtcaaaga acta tat tgc tttaaaatct 
2161 gaaggagatg attactatat tsiatggtgcc tggactattg actggcctag gaaatttgat 
2221 gttgctggga cagcttttca ttacaagaga ccaactgatg aaccagaatc cttggaagct 
2281 ctaggtccta cctcagaaaa tctcatcgtc aCggttctgc ttcaagaaca gaatttggga 
2341 attaggtata agttcaatgt tcccatcact cgaactggca gtggagataa tgaagttggc 
2401 tttacatgga atcatcagcc ttggtcagaa tgctcagcta cttgtgctgg aggtaagatg 
2461 cccactaggc agcccaccca gagggcaaga tggagaacaa aacacattct gagctatgct 
2521 ttgtgtttgt taaaaaagct aattggaaac atttcttgca ggtttgcttc aagctgtaat 
2581 ttagcaaaag aaactttgct ttaattatat tatattccat ttgttttcaa cctcatgtaa 
2641 tttgtgcaga tttgttggta aaatacatct tggcacaatg agtgtctctg ctggtgcttc 
2701 tcccaagact atcttgaagg tgggctgttt gcctttcgtg aacacattct tggtaaagaa 
2761 catcaaaagt tttaaaaaag aaaatgagca agaatcagac atcacagatg caacttcttg 
2821 taatgggaga tgagaatgta cggctgtg 
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Fig. 4 



FEATURES 



CDS 



gene 



so\:rce 



Location/Qualifiers 
1..3218 

/organisms* Homo sapiens" 
/db,^xref = ■ taxon : 9606 • 
/chromosomes ' 15 * 
1..3218 

/gene=-AnAMrS7" 
13.. 3003 



/gene=-AnAKrs7" 

/notes -ZINC METALLOPROTEASE- 

/codon_start=l 

/product=" A Disintegrin-like And Metal lopro tease domain 

with ThromboSpondin type I motif s-7 (ADAM-TS7)" 

/ translation= "MPGGPSPRSPAPLLRPLIXLLCAIAPGAPGPAP6RATEGRAALD 

IVHPVRVDAGGSFLSYELWPW^IiRKRDVSVl^ . 

APGFVSETRRRQGIXSRAKIRAHTPACKLIXjEVQDPELBGG^^ 

EDYFIEPIi)SAPARPGHAQPHWYKRQAPERIAQRGDSSAPSTCGVQVyPELESI^^ 

WEQRQQWRRPRU^RLHQRSVSKEKWVETLWADAKMVEVTiGQPQV^ IMNMVAG 

LFHDPSICa»PIHrriVM.VIJiEDEEEE3IJCITHHADrniJCSPC^^ 

H0^AILLTRKDLCAAMNRPCETLGLSHVAG^1CQPHRSCSI^I^^ 

SFGIQHDGSG^^XEPVGKRPFI^ISPQLLYnAAPLTOSRCSRQYITRFLDRGV^ 

PPAKDIIDFPSVPPGVLYI^rSHQCRLQYGAYSAFCEDMDNVCHT^ 

AAVDGTRCGEhncWCLSGBCVPVGFRPEAVDGGWSGWSAWS I C SRSCC24GVQSAERQCT 

QPTPKYKGRYCVGERKRFRI/^Jl^ACPAGRPSFRHVQCSHFDAMLYKGQUm^ 

DVNPCEUiCRPANEYFAKKIJlDAVVDGTPCYQVRASRDI^ 

MEDRCGVCHG^K3STCHTVSGTFEEAEGLGYVDVGLI PAGARE IRIQEVAEAANFLALR 
SEDPEKYFLNCK3V7riQWNGDYQVAGTTFTYAI^GNWEm.TSPGPT^ 
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PGGGSRGGVPRPSTLHGRSRPGGVSPGSVTEPGSEPGPPAAASTS 
VHRGGWGQAPIX3lJGGWRKHLVI2fGPRI-PTQLIJQESNPG\^^ rr 

pvnfswhygpvmcctvtcgfgocwgrhsptcrglvsgqghwl^ 
epqfsicqiriaiaix:prpagrvhg " 

BASE COUNT 584 a 1041 c 1003 g 590 t 

ORIGIN 

1 ccggttcctg ccatgcccgg cggccccagt ccccgcagcc ccgcgccttt gctgcgcccc 
61 ctcctcctgc tcctctgcgc tctggctccc ggcgcccccg gacccgcacc aggacgtgca 
121 accgagggcc gggcggcact ggacatcgtg cacccggccc gagtcgacgc ggggggctcc 
181 ttcctgtcct acgagctgtg gccccgcgca ctgcgcaagc gggatgtatc tgtgcgccga 
241 gacgcgcccg ccttctacga gctacaatac cgcgggcgcg agctgcgctt caacctgacc 
301 gccaatcagc acctgctggc gcccggcttt gtgagcgaga cgcggcggcg cggcggcctg 
361 ggccgcgcgc acatccgggc ccacaccccg gcctgccacc tgcctggcga ggtgcaggac 
421 cctgagctcg agggtggcct ggcggccatc agcgcctgcg acggcctgaa aggtgtgctc 
481 cagctctcca acgaggacta cttcattgag cccctggaca gtgccccggc ccggcctggc 
541 cacgcccagc cccatgtggt gtacaagcgt caggccccgg agaggctggc acagcggggt 
601 gattccagtg ctccaagcac ctgtggagtg caagtgtacc cagagctgga gtctcgacgg 
661 gagcgttggg agcagcggca gcagtggcgg cggccacggc tgaggcgtct acaccagcgg 
721 tcggtcagca aagagaagtg ggtggagacc ctggtagtag ctgacgccaa aatggtggag 
781 taccacggac agccgcaggt tgagagctat gtgctgacca tcatgaacat ggtggctggc 
841 ctgtttcatg accccagcat tgggaacccc atccacatca ccattgtgcg cctggtcctg 
901 ctggaagatg aggaggagga cctaaagatc acgcaccatg cagacaacac cctgaagagc 
961 ttctgcaagt ggcagaaaag catcaacatg aagggggatg cccatcccct gcaccatgac 
1021 accgccatcc tgctcaccag aaaggacctg tgtgcagcca tgaaccggcc ctgtgagacc 
1081 ctgggactgt cccatgtggc gggcatgtgc cagccgcacc gcagctgcag catcaacgag 
1141 gacacgggcc tgccgctggc cttcactgta gcccacgagc tcgggcacag ttttggcatt 
1201 cagcatgacg gaagcggcaa tgactgtgag cccgttggga aacgaccttt catcatgtct 
1261 ccacagctcc tgtacgacgc cgctcccctc acctggtccc gctgcagccg ccagtatatc 
1321 accaggttcc ttgaccgtgg gtggggcctg tgcctggacg accctcctgc caaggacatt 
1381 atcgacttcc cctcggtgcc acctggcgtc ctctatgatg taagccacca gtgccgcctc 
1441 cagtacgggg cctactctgc cttctgcgag gacatggata atgtctgcca cacactctgg 
1501 tgctctgtgg ggaccacctg tcactccaag ctggatgcag ctgtggacgg cacccggtgt 
1561 ggggagaata agtggtgtct cagtggggag tgcgtacccg tgggcttccg gcccgaggcc 
1621 gtggatggtg gctggtctgg ctggagcgcc tggtccatct gctcacggag ctgtggcatg 
1681 ggcgtacaga gcgccgagcg gcagtgcacg cagcctacgc ccaaatacaa aggcagatac 
1741 tgtgtgggtg agcgcaagcg cttccgcctc tgcaacctgc aggcctgccc tgctggccgc 
1801 ccctccttcc gccacgtcca gtgcagccac tttgacgcta tgctctacaa gggccagctg 
1861 cacacatggg tgcccgtggt caatgacgtg aacccctgcg agctgcactg ccggcccgcg 
1921 aacgagtact ttgccaagaa gctgcgggac gccgtggtcg atggcacccc ctgctaccag 
1981 gtccgagcca gccgggacct ctgcatcaac ggcatctgta agaacgtggg ctgtgacttc 
2041 gagattgact ccggtgccat ggaggaccgc tgtggtgtgt gccacggcaa cggctccacc 
2101 tgccacaccg tgagcgggac cttcgaggag gccgagggtc tggggtatgt ggatgcgggg 
2161 ctgatcccag cgggcgcacg cgagatccgc atccaagagg ttgccgaggc tgccaacttc 
2221 ctggcactgc ggagcgagga cccggagaag tacttcctca atggtggctg gaccatccag 
2281 tggaacgggg actaccaggt ggcagggacc accttcacat acgcacgcag gggcaactgg 
2341 gagaacctca cgtccccggg tcccaccaag gagcctgtct ggatccaggc gcctgcctcc 
2401 cgtggcccag gcggggggag cagaggcgga gtccccaggc ccagcaccct cc'atggcagg 
2461 tctcgtcctg gaggagtgag ccctggttca gtcacagagc ctggctctga gccaggccct 
2521 cctgctgcgg cctctacctc agtttcccca tctttaaaat ggcccaatct tgtagctgca 
2581 gttcacagag gtggctgggg tcaagctcct ttaggactgg gtggatggag aagacacctt 
2641 gtgctcatgg gcccccgcct gcccacccag ctgctgttcc aggagagcaa ccccggggtg 
2701 cactacgagt acaccatcca cagggaggca ggtggccacg acgaggtccc gccgcccgtg 
2761 ttctcctggc attatgggcc ctggaccaag tgcacagtca cctgcggcag aggtgagaag 
2821 tggggcaggc acagccccac ctgcaggggc ttagtgtctg gacagggaca ctggcttcag 
2881 ctcccagctc actgctgggc caccacgggt ttggaagttt gcttctcCga gcctcagttc 
2941 tccatctgtg agatgaggct agcgattgcc ctgtgtccca ggcccgctgg gagggtacat 
3001 ggatgaggca ggtgggtgct ggctcgcggc gcatgttcag tgtgctccag ctcttggcgt 
3061 tctccctcca ggggacacag ctccccctcg atagaccagt ccagtggccc ctcaccacac 
3121 tgactcatct ccctaaacta tttataaaaa gtagggcaat ttcattaact ctgactctta 
3181 cctgcccggg cggccgctcg agccgagtaa tcactagt 
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Fig. 7A 
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Fig. 7 A (con't) 
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Fig. 7A (con't) 
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Fig. 7A (con'O 
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Fig. 7B 
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SVSOGEO^KQR^^^A^CMAK^ 14*^0 

OQIGIHKIAREnTCNPYTE^EESECEaQ^ 1540 

PCEJVSKRPVDRESCSDSPCEXV^^ l^^O 

PPSVHPCYIJ^PVSATlrJIWCa^ ^^^O 

ELP^yOCEVKRIiCGASEDGE^^ 1750 
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Fig. 7B (con't) 
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PXM3SRRI3XXX3«a3XTA?^SSPCKIRm 1820 

FSIMJYC7IX31jSLTESAI^SQC3^Vi^ 1890 

MMDG.RIVlyQYmLMUGACVCVa^^ 1934 
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Fig. 8 



ORF=2 f^t 

HmVISIXSC2"ffiCTFRSHEt3JirFIEPU^^ 40 
KEHIIYRHSITQREPSTCKHACM'SELKNSHSKESaa^^ 80 e-0>r>^-TJ'^ 

SIVASIYKDSSIGNLINIVIVNLVVIHNEaSSE^^ 200 fy) q^^^ ^rS *=} 

T]liKNPCX3WQHSKNYia3IQHIJ[A^^ 240 • 

TLGLftELC?riCDPYPSCSISEDSGLSTft^^ 280 pO{^-<^ '^d^ 

MPHIXO^Kn<IK3VKSPQHVMAPm^^^ 320 / ' 

YITEFLDIGYGH^JJSEPASRTmiPSQL^^ 360 /^v^ A- 

EULKSEGSQVCPYMMaCKRUOt^^^ 400 C_ ^ cp,^ — <^ 

IXnTCEEGKHCKFX3H:VEBCEMEXa>Ara3S^^ 440 U ^ 

RIa3QGIK^AIFBC3^^^EE^<^]□GKyC^^^ 480 

O^KEODFREEQCAHFIXSKHFim^^^ 520 

^]KDEoa:iFa^w20^^ASl^v^ 560 

GaJCH3AQCEHimSKVRKDKa3IC!QG[3^SCKI^^ 600 

VHYGasnAAmiPi^TSIDVRQHSFSGKSEIXNV^^ 640 

KISEFlJLt^FS/VSMSKBI^I^^ 680 

TOEUIIEUJDQVLSVGKL^NPDVR^ 720 

NSHGEWQACSKPCQGEI^RPKLV^^ 760 

FQPGPVTE3«ZGrnX3DLJ^I/^mASK^ 800 

CArarSFMX5<TEKVII)SR:SSQPRPSNQEl<rSGEC 840 
RySftWITCEKSCrxaGWQRRiy^CWNTEa^^ 874 
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GCAO^CraCGCTCATCAGCCIGIG^^ 

ATIGAACX:a\CrGC3y3ICIGIQGfiIGAGC^^ 140 

QQCACAQCAaXCICAGftQQGAAC^^ ^^^^ 

TCACAGIAAAGACAAGCXSGAAAATCAGAATGCGAAAA^ 280 

QCAcn3CIAAAGAGaQGITIQQCAAC^^ 
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Fig. 8 (con't) 
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ACAGAOTGftACCfiCAAAaGAAOCAAAOGC i ' i rvJ 420 

TGACcacftQGMajrriTATAaca^^ 490 

GCTICE^ICTATAAAGACI^^ 560 

ATAATGAACmSAAQGAOCTIJO^TAAATI^^ 630 

QCACTaW^GAACI307roGGra3G?^^ 700 

710 720 730 740 750 760 770 
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GTKXMTrAGrrcAAGACAGT^^ 840 

TATOQCTCADSATCACAQCAATAAATQa^^ 910 

ACACTGAACriO3^CAD2AA0CCX^ 980 

jCACiaaGncftoXjftGftiJiaji'i U L'ii ^ 1050 

1060 1070 1080 1090 1100 1110 1120 
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OGQCCTICICTACAACGriGAATAAAC^ 1120 

ATGMXXAGr[a:S^GACX3QCriX^^ 1190 

CXXXXrD3QQCAGATQGAACX3GAGIGK5AQOC^ 1260 

AATQGAGQQOCXntaCAATIGAIQGATaCIQaQG^ 1330 

QGAaG?OXATCAAAA£AGGC»TC3^GA^ 1400 

1410 1420 . 1430 1440 1450 1460 1470 
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TAQGAAOGAGAAIGAAGITCAAATariGCAACA^ 1470 

ACI3CCAQCIODGAGACAGAGIX3AT^^ 1680 

AQQOJiTiGCQQQCAAGCnaSATXSTCATCAT^^ 1750 

1760 1770 1780 1790 1800 1810 1820 

TClTSgiGGg^TAA riUilU VIGCAAAAC^ 1820 

GGATCACAACTAOCTAGCTITAICA^ I960 

ATCICCAAAAQQGAQGrrCa30Gr[GQQGAGO3^^ 2030 

GACTCAACiGiaaaGAaDcnsaas^^ 2100 
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Fig. 8 (con't) 
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GCX2^TGn:GCX3CII3^CICAT^^ 2170 

CIGArK3«3CTAAaDCirTICIGATC^^ 2310 
CGGCACAGACTCnmCTIGAGGia3C^^ 2380 
TASDGTIACTITi^CATCXIA^ 2450 
2460 2470 2480 2490 2500 2510 2520 
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VCXX^^GACCXSACTAACCAGGaGAAM^^ 2520 
QCQCTATICftQQCIQGACCG?\ATCI^^ 2590 
GICAACACmSCSATGAnXILaJEaSAr^^ 2625 
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Fig. 9A 
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TCACXSCACXXXrriCGQGICICaJ^ 70 
CXIXXXJIGGAOCACA^^SGGGGCACIGC^^ 140 
GGGOCPCP!QCXXS^3KXXX3L X J 210 

QQQCX3QCXXX3GOOCCACIQCX:TCTftO^^ 350 

360 370 380 390 400 410 420 
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CAQCACXnGfroGAQQQCTQaOXXXJrG^ 420 

QGTOQQCXDCAAQGGTICTCQGAQQCXDQGAQGAAfl^^ "490 

CnCACaXX::ACCTOGACACAGCXTCrD^^ 560 

GOQGACrriGAAGCCACQQOCTOCCAGAC^^ 630 

CGA3XXXJrcAGCC]GAGAQ(:X3Cn303^^ 700 

710 720 730 740 750 760 770 

GQ03QCX3QGATOIQGAGCaGI3mJKXTOQC^ 770 

TCiaaGAAGCACOGTETAACAIOTO?^ 840 

ATCACXXaGCATQCX33QGAAGrraXn3AJ^^ 910 

QOCATOQCAAI)QOCATICX:»GAGAAa3C3^^ 980 

CATCTQCATCTACAAGftACA^^ 1050 

1060 1070 1080 1090 1100 1110 1120 
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AGAGAAGCiaiiAQCXnCAATCAQGACMTQQC^^ 1120 
CATia3QCATCAADCATCAaX3CXI^^ 1190 
GGCKXXIX^CATIJiOZMGAAGAl^^ 1260 

ITiUiUUADCaSACftG 1330 
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TAAA!I3V33GQGAGGnxr[aa^QaGftQCTOIQ^^ 1470 

CCQQQCXXXXSAGQ3CaV0QCnnQCCAGftaX3^^ 1540 

TCCCXTTTOGGim^GaXAGaGOG^^ 1610 

00QGACCTCJraGCaGCX3Qai[GICC^ 1680 

AACTACIGflCIQQCnGAGAGAAQQ^ 1750 
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Fig. 9A (con't) 
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ACTK^GAGAAGIGCAGIGITCTCAATI^ 1820 

GTACCQGQGAQQQQQCGIGAAGGanaTiaXrr^^ 1890 

^^Q3QCQGCAGCa3fia3IGGAa3QGA^^ I960 

GCAAGCACCnQGGCTGCGACXX3AG?ia^ 2030 

TCACQQCAGfIQCCTQCX3AGACX3m:]G^^^ 2100 
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GIO^rZEOSATIXXCAAAaQCTO^Gri^^ 2170 

OnciGAAQOGAGACCAGG^y^rCCXrEan^^^ "2240 

TXnftOCTOQGACCACCITICAAClX^^ 2310 

ATTAATQCATCICICATOGriX^I^^ 2380 

CCCCCATCQCCCG?IGACTCXXnGCXX:CCCT^^ 2450 
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GIGKKS^QQaSGriSOXmil^ 2520 

MnX3QCnT3I»03GAACI03ia3^^ 2660 
QI,3CCAGCGCCGCGrrCTCnX3CCQCXX3^^ 2730 
CCIGD^CIX3GAQQCXrroCCACGG^ 2800 
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CQOCftAGCTGriGGGCX'lxa&TCTC^^ 2870 

GCCCCCia3Ga!CTQCXnTCCnXX^ 2940 

CCB3CCX]GCTGQGIGACCAGTCAGI^^ 3010 

CAgiaDGCnXK:gOZAG0Cy^^ 3080 

GCAGCAGIGIGftQGOCAftGflGIGftCAGiUia:;^ 3150 
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pj^a^MXiiX33crrmziXKXx^ 3220 

GCIGC^AAACCTQCCAAGCSQaSCt^gggte 3290 
cccactggagagggcatgagggaaaggggggc ttgaattgaagggtgagatgcagttgaaagttatttat 33 60 
tgggtaaccctacagggctcctgactaaggggtggagaagagctggctacccagggaccctctgctgtat 343 0 
cttgcx:cagttgatagtgaagagagaggactccttgttgcacacatatttaagtccctagcacccctccc 3500 
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Fig. 9A (con't) 
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accctttgatcggaatatgtactgtgaagagtyyyyy Lyyyyayyy y L gtgctggtgccctgccccctgc 3570 
actgttctatccctacactctgagctggggggatttatatctgctatggggyyagteggcttgataccac 3640 
ctccctcrtagccctcccccagactgacsaaggggaagatGcaccccaacctctgccctgcctgccccs^ 3710 
ggggagttcaac^tccaggccgttccccatcatggtgctacaagccctgccctg^ 3780 
caccaaQaaacctt:acatt: aaar^;:^?^g t:^g^g^^;q^nr■^a r^A 3850 
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ggtacccaattogcgctatagtaaatngggtntta 3885 
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SRrPSG!J<l^SCPVWRAMRSPSPPA5ft7ITI(2ia^ 40- 
GAAPIM3GHSRVPPUjQSGLASTHFIJJSILTRSSRL^^ 80 
SVEWm?EGLM^RAARH0jTQ01LQGQASSSH\^ 120 
QGUJGLIVADEEEYLIEEmQGPIOSSFSPEESGPIiVVYKR 160 
SSLRHPHLDTADGVRDEKIWKGRiVM^ 200 

210 220 230 240 '/),.. 
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BItRGQEGP<K^VSRERYVEriIA^^ 240 

YVIAIMNIVaKIJXPSSLGSIVl^ 280 ^S/lY,. 

I'IHHAGKSLI3SFa(WQKSIVNHS(3«3>M 320 

VLITRYDICIYKNKPCGnijGLAIMAB^/SAI^ 360 

AATSVHHCIiEIGmR2'INHDGWC2JSCX3ARQQDPi^^ 400 

410 420 430 440 

ITMKINPFVWSSaQRDm'SFmSGWS^^ 440 

YPIVAPQQAYIDADE)3C3^HGVKSRQCKi;GE:\A:S^ 480 

ICS^RCI^NSIPAAB3I!LQCfIH^II3^^ 520 

E)GVIX3AWGFA)TH^OX:SRTCX3GC3^ 560 

KXCLGEE?RRHE?SCNII3IX3>PGSQI»REV^ 600 

610 620 630 640 

KFYKWKTYRGGGVKACSLTSLABGFNF^^ 640 
ORHJIVDICVSGElCKHVGCrFVLGSIXR^^ 680 
ACEITBSVFSPi^BSAGillJWraEECGSV^ 720 
gm AT jcnnQRCTT J J .Tsnr .prTTPnPHRT .pt .acttr;}! .RQRPn 760 

QVQSLEftLCSPINASLIVMVLARimj^^ 800 
810 820 830 840 
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IiPP!irSSAlH»\IvmCCSAQCAQGSQVQfiVEC3^I^ 840 

H!ifCSAHSKLPKRQRAClvrraiCPPI>IWGK^ 880 

VRSRSVVCQE^PWSAAEEKAIJ3DEftCPQPRPPVI^^ 920 

CPPEMVIII]WSECTPSCX3PGLRHEWVIjC^^ 960 

HCXPAAKPPSIMFOaLEUCPPARW^^ 1000 
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Q^^iTJBCTSHTQQPSPECr^^ 1040 
CSXiPEECKnJ!<S^^^ 1080 
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Fig. lOA 
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AQCftQCAQCTCIQGTOGATOGAACAaD^^ 40 

QCIGIGACAGQGTCCTQQGflT^^ 120' 
AT3CQG?IGIGICIIX3GQGGTCATOQCftGr^ 160 
ATIGAAQCTGICmftGCOCftGCnT^^ 200 

210 220 230 240 
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ATCAGGMGriOJIX?roGATCaX3W^^^ 240 

TITCATCXZAAGATCTGAACCIGT^^ 280 

CTAAAGQQQGACCAAGAGaXriXTiaM^ 320 

CACATITCATCTAOQQC3y33QGCa3GAa^^ 400 

410 420 430 440 
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CTGGAAQQCCia3GACCCAri3\Aia2^^ 440 

TX3JiUJLG2 0 CCli)03C?^^ 480 

TOCTQGCACTAia^CCCCroGACX:^^ 560 

GIQCAGQCQGCAQQCAGGia^WVSrift^^ 600 

610 620 630 640 
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TC?Oria3AC2y3CnX3V3CAGIQQCXD^^ 640 

QQCX30^C3I2WaTQCCCAAGAQGa^GQ^ 680 

CAGAACCATCJ[XX^03V3ATia3GT^^ 720 

Aa3CTCCAGCXGIftQCTGIGA^ 760 

TC^GiaJTGOXXXIAAdXXDQCasni^^ 800 

810 820 830 840 
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AAGCXriTAGAa3?^CAGIXXX7Kno::^^ 840 

TQQQCAJsmTIOGACniSGnXJEGAGI^^ 920 

GGOCTOGTCTOa30CACXX3AGIG G lLU m G I!A ^^ 960 

AGATCAAQGA3CTAC'iCl\aC00ariG^ 1000 
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Fig. lOA (con't) 
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GCAGCC3^AQCX:A0CATCTACIM^^ 1040 

QcrocccnaTrGCOQQCTOQGrrcAc^^ loeo 

(JR^ETOCSUZaCAJSn^^ 1120 
GIXXXXnX3CMD0P£XX3>£3^^ 1160 
QC»CTGAAQCXJITaQaaCX3aCCftC^^ 1200 

1210 1220 1230 1240 
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QQCCAAGTEGIGAC^USIGnraGm^ 1240 

GAftSAMGCKVaOAlIGIGAACAA^^ 1280 

TQGTCOZrcAAATITCALi'i'iUiUiVODC^^ 1320 

(XACSVIGianaZAAAADCroQCAAQGC^ 1360 

TQGAADCAACCnGGAGC70mriG?^GGCAG^ 1400 

1410 1420 1430 1440 
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CACIGGAGAQGGCA:iGAGQGAAAGQQGGQCTIGAmG^ 1440 
QQCJIX3AGA!KX3^AGIT3AAAGriV^ 1480 
TACAQQGCTIXriGACTI^^AQGQGrraSAGAAN^^ 1520 
CXCXIS^QQGACXXTITIGITOGAI^^ 1560 
TGAAGAGAGflQGACITCTIGGrraNa^^ 1600 

1610 1620 1630 1640 
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TTAGAOXTiaiACXainTIGAiaaGATA^ 1640 
W 1642 
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Fig, lOB 
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CRVCa2DGS^^CETIE)GVFSPAr^^ 80 
FIQDLMLSLSHLrAT .K<^^^- gT J T .wrzr .p rTTPQPXRT .PI^CT 120 
TFHLFQGPDQAQSLE3^PIN^^ 160 
FTIAPIARnALPPYSWHBV^^ 200 

210 220 230 240 
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QIJ3SSAVAPHYCSGHSKLPKE^iy^ 240 

BCSRSCIiM^JRSRSWaSR^^ 280 

VLE3\CQGHC:PPEWA!I^^ 320 ✓ 

DQRSTIjPPGHCLiPAAKPPSrM^^ 360 

CSrCQOGLQQQQRTVRCTSH^ 400 

410 420 430 440 
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AKCI)SWPPCTOPEE)Cm/N^^ 440 
QyKXKTOQGR 450 
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Fig. 11 A 



Ligaced 459225+482392 with Sac I(168)&Eco RI(or Nbt I) 
Cloning site:5';Eco RI 3';Not I Vector; Pr7T3 pac. 

You can put this construct to pCENA3.1{+) for transfecticn 
S'-UIR is 50kp &3'-um is 175kp 

210-215; in 482392 it's TGCrAC(SY) . 
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gaattcggcacgaggcagtgtccgattctgattccggcaa 40 
ggatccaagcMQGAATQCimxnaSQGCAACT^^ 80 

iOCTGCTC X, ' l U ril L' i U G LTilU:iUJlLL'iU^^ 120 

GGACCX3a«rgctCaSAGGAGGADCX3QGAa3Ga:^^ 160 

TQCX:n?QQQQaDCATQGAGTGftAIQC^^ 200 

210 220 230 240 

QGiaQaQOa30C3\ACr[CnCIGAQQOQCTOa^^ 240 

AGAGCTCJEGAAGGAAGAAAIAIC^ 280 

TM^0XJIX3GP>CIGC!!:X:^^ 320 

CMXJ>J^SX3CnXJ>iQCn^^ 360 

AGriTIMGAZaXX3CTICXri^^ 400 

410 420 430 440 

Cn^AnXJTICACIC^J^^ 440 

GTLTGriTCAACTACXIAairi^J^^ 480 

QCIRTACAGAATLU'i'lUGATATGm^^ 520 

CCM^TI!t3riX3f3CnG^^ 560 

/«QGAAGAT?^jy::?IGrC03QGfI^^ 600 

610 620 630 640 
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CXriQCOaQCTQGrEaDGaQQQCAGEAIA^^ 640 

CXX3\ACX^WVia3GATGaTACI^^ 680 

GGAAGIgM3ACftTAT]XXX UilUlL ' i ' J! AAAflGSI^^ 720 

ACTIATATCiaSAAACCAAAACXXTGC^^ 760 

TGAAAACftGrrcrcAQCTCX^O^QGAA^^ 800 
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Fig. IIA (con't) 



810 820 830 840 

■ ■ t I I I t I I I I I I 1 1 I I ■ I I I I I I I t I 1 1 I I I I I I 1 1 1 1 I 

AATICTAGTCntXSACITCCAGAAATI^^ 840 

TACTGAGAA3XXXTOGA0CACICM^ 880 

CAAGAITOCJ[AACI03QaCnXXX:^^ 920 

TICATCTICTAICAACQCATCSflCCS^^ 960 

CGGK il ' lL ' i ' iia JilUClCAOCftAOCriXTEa^^ 1000 

1010 1020 1030 1040 

■ ■ I 1 I I ■ ' ■ I ■ ' ' ' I ■ ■ ' ' t ' ' ' ' I ■ « « ' I ' ■ ■ ' I I ' ■ ■ I 

TCAQCTGACATCX3QCraAGIQCTA^ 1040 

0GrrsroGrritxTCAO2AA!i3^^ 108O 

P^IIATTM^I^CCCM^^ 1120 
TCCTIGTCCAQCCAGIT303GM^^ 1160 
TAIGACOXTTACOrnXXXTICC^^ 1200 

1210 1220 1230 1240 

■ ■ ' ' I ■ ' ■ « I ' ■ ' ■ 1 « ' ■ ■ I ' ■ ■ ■ 1 ' ' ' ' 1 ' ' ' ' I ■ ■ ■ ' I 

CAIQGACCQCGTXXTICXZECCTC^ 1240 
GAGCaSGGCAGTPITCCTCJDCjn^^ 1280 
CATGTCACTirS^ifnQGAAGAG^ 1320 
CTAAGATOCGCATaQCXSa^^ 1360 

1410 1420 1430 1440 

■ ' ' ' I ' ' ' ■ I ■ ' ■ ' I ■ ■ ' ' I ■ ' ' ' I ' ■ ■ 1 1 ' « ■ ■ > ' ' ■ ' I 

/OSrGIQGCCAQQQQCTCAGATACO^^ 1440 

TGGACCATCXSAQGAATQCSOO^QGAQQCTCr^^ 1480 

AACA7\AQaXX3^CATAAAftGAGGAAIQCMX^^ 1520 

OOCTQCIS^IAAACXXaAAGAGAAACTI^^ 1560 

AG?ITQCCM03ITC3W^CAftGCICAAGA^^ 1600 

1610 1620 1630 1640 
I ■ I I I I I I I I I I I t I I I ' I I 1 1 I ■ I I I 

cagactgttctatatttgaaacttttgtttaaagaaagca 1680 
gtgtctcactggttgtagctttcatgggttctgaactaag 1720 
tgtaatcatctcaccaaagctttttggctctcaaattaaa 1760 
gattgattagtttcaaaaaaaaaaflRflriaflflflgatgcggc 1800 
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1810 1820 1830 1840 



qgc 1803 
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Asp(D) 30 

ugc Cys (C) 26 

ugu Cys (C) 10 

Cys{C) 36 

caa Gln(Q) 7 



# cua L€iu(L) 3 

# cue Leu(L) 11 

# cug Leu(L) 14 

# cuii Leu(L) 6 

# uua Leu(L) 4 



# uca Ser(S) 6 

# ucc Ser(S) 10 

# ucg Ser{S) 5 

# vca Ser(S) 5 
# Ser(S) 43 



# guu Val(V) 6 

# — Val(V) 29 

# nnn ???(X) 0 

# T0fI3VL 526 

# ,' 
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10 20 30 40 



PWSBCSKI03QGAANSIJ^CI^SKSCBGE?lSn:R^ 80 ^ 

CPPEAmFRAQQCSAHbIDVKEiH3QF!ffiWLR/S^ 120 
LKDQAKCnTILWEIAPKVLD^^ 160 
QCIXiQICSTVKECNDGVCNGDGSICRL^^ 200 

210 220 230 240 

■ ■ ■ ' I ■ ■ ■ ' I ' ■ ' ■ I ■ ' ■ ■ I ■ ' ■ ' ' ' ■ ■ ' ^ ' ' ' ' I ' ' ' ' 1 — — 

SDi:nVV7y:PYGSRHIiyi.VLKGPIMLY^ 240 

LSSIGirTLVmSSVDF^KFPEKEILFI^PLTADF^^ 280 

ISISGSADSIVQFIFiQPIIHRWE^EIDFlTCSATCQQC^^ 320 . A p J 6) 

SAB2YDIi?SNFRA/ADQYCHYYPBNIKPKPKLQBa^PCP 360 (C^^'i \ iK c: 

ASDGYKQIMPilX'XHPLPRS/flEATEWB^ 400 

410 420 430 440 

■ ■ ' ' * ■ ■ ■ ■ 1 ' ' ■ ' I ■ ■ ■ ■ I ■ ■ ' ' I ' ' ■ ' I ' ■ ■ ' ^ ' ■ ' 'J — ■ — 

VSCVEEDIQGHVTSVEEMOayim^CMPIiyaPCOT 440 /^N (0£,l_^ii Gfi A V 

IJV2E&^PC]Via3QGLRYR\A/]XIIM01HI^^ 480 ^ e^o W Ai~ 

HXKEECIVPITCYkPKEKLPVEAKLEWETRQ^ 520 C- 'c^xfx, 

SEEPS. 526 . )^cM^ 

l^^t^^ 1 ^ --r 
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a 

* 

LYSQQGKVGYL\Ar?a3RRFLI^^ 160 
KHARYTIJ<PIli^a\ZAEYERJY^^ 240 

BSI^FSPSG^fU^G£QJ^^^ 320 

* '* ★ * * 

LTDKinSIiEVSKNAAriTLKIN^^ 400 

GLfl7yVETV7|HSIQiUja^^^ 480 

1 mr .T GLSHq 3SKFU::hUFGSTEI3<^^ T .nr .tj rt^qt 

|— ♦Dis * *** ★ *** 

UGPFFJ tPGpIYDAIQQCNLTFGPEYSNAJ^^ 560 
U3EE^IiPQQIVDMQ(K^^ 

* * * * * * ★ 

YYSTSSHGaNWGS&0^>XXX^SRSCX3G^ 640 
YYgISSHGlS IWGg^GSl>3G0CSRSC^ 

* * * * * * 

SDMfOJKTF^/Bf^fJ^^ 720 

* * _*| — ► Spacer domain 

GGVADOaX^SSCIKIIOTTNIKKS 800 
IN3IV^f3Y9GS^/SHRDDE^^^ 880 

I^x?IVMNY9a^JSHFIImiH^c^ 

****** 

T3P/n^ACSRriCEnr3WHrn^^ 930 



Fig. 13 



Hurskainen ct al'^. Fig. 2a 
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MEII^ZKTLavrajSLIMASSE^ qq 

AVSKLFITO^SAyGKHrai^TLOTC^^ 150 

EKEYFIEEliKNI^^ 240 

RQKFSVSIERFVETLWAEK^ 32o 

* * * * * . 

SIJ3SraKW3KSILSHQSK2mPEN3^^ 400 

r -1 * _ * * |— ♦Dis * * * 

Ij y^EIVHNFtG^lNHDt ;IGN^CX5^^ 480 

^ * * * * * ^ * * 

GTlXyiUNJEKG^g^YQGDCVPFXjT^^ 560 

* ★ * * ★ ★ * 

TOPCHJGSREFREKQCA^^ 640 

* if ic »{ — ^Spacer domain 

KH\AXlMlJGSDftREE3O^W0GQQGS^ 720 

NSAWimftgRKFDVT^SrPAFH^ qqO 
VJSBCSATCAQGKMPTRQ PIDRARL)!^^ 860 

c 

MPQGPSPRSPAPLIJEIPLLXIIJCAL?^^ 80 

ED!ifFIEPII)SAPARPGHAQPHWY^^ 240 

EKWVEHIJVVTO^KMVEYHGQPQVE^ 320 

QKSIMyiKGE^HPEifflD^^ 400 

* * I— ♦Dis ^ 5f 

SGISnDCEPVOa^:^PQIJJYnAAELa^ 480 

* * * * * * * ★ * 

* * * * * * * 

* * * * * * _ J- — ► Spacer domain 

AKKIJU3AVVDGTPCYQVRA^^ 720 

GP£^1J(XQ¥^/PEAPNFLM^ 800 

GGSRGGVPRPSriHSRSRPQGVSPGSVI^TCSEPGPPAA^ 880 

PRLPTOUJXpESISrPGVHYEYTIHREAGC^^ 960 
★ * * * 

C^MTgS^SEPQFSIOEMRIAIJ^PRPi^^ 997 

Fig. 13 (con^t) 
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adamalysin II 
atrolysin A 

hADAM-9 

hADAM-lO 

hADAM-lS 

hADAM.17 

mADAM-19 



HELGHNLGME HD 
HELGHNLGMV HD 

HELGHNLGMNHD 
HEVGHNFGS P HD 
HELGHS LGLD HD 
HELGHNFG A E HD 
HE IGHNFGMS HD 



mADAM-TSl 

hADAM-TSl 

hADAM-TS3 

hADAM-TS4 

mADAM-TS5 

hADAM-TS6 

hADAM-TS? 



HELGHVFNMP HD 
HETGHVLGME HD 
HETGHVLGME HD 
HELGHVFNML HD 
HEIGHL LG LS HD 
HEIVHN FGMNHD 
HELGH S FG I QHD 



mADAM-TSl 
hADAM-TS2 
hADAM-TS3 
hADAM-TS4 
hADAM-TS5 
hADAM-TS6 
hADAM-TS7 

mADAM-TSl 
hADAM-TS2 
hADAM.TS3 
hADAM.TS4 
hADAM-TSS 
hADAM-TS6 
hADAM-TS7 

mADAM-TSl 
hADAM-TS2 
hADAM-TS3 
hADAM-TS4 
hADAM-TSS 
hADAM-TS6 
hADAM-TS7 




Fig. 13 (con*t) 



Hurskainen et al'^. Fig. 3 
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FIGURE 16 



Pa 



MSSCPVWRAMFSPSPPAWITB3iCWPSRHLLP 40 

GAAPRHGGHSRVPPIlJQSGLASIHFlinSILTE^SRI^^ 80 

S\/E«>ni^BGLM^RAARPHCLYAGH]jQQQASSSH^ 120 

QGLHSLJ^JI^DEEEYLlEPLHXiPmSBSPEES^ 160 

ssLFiHPtEijrpa^jpiyES^FmcsE^^ 200 

EITH3QPGLKPSVSRERYVETLVVMDKrt^YHG5^^ 240 
YVLAIM^m/AKLfiQDSSlJGSI^^ 280 
ITOHAGKSLDSFCKfr\QKSIVNHSGHC2aAIP 320 
VLIIR^ICnKNKPCXJElJGIjAPW^^ 360 
AATSVHHCHEI(^^TO"!I^MDGVGI^^ 400 
ITM<31SIPFWSSCISIRD!n7rSF^^ 440 
YPIV7\PQQAYDADEQCI^HGVKSRQCKYGE^/CS 480 
KSNRCIlNSIPAABCOTjOQaHriDK^^ 520 
BG^;IX3M^PWITWTCSRT□QC^GR/SSSSE« 560 
KYCLGEREFHIISCNIIJX:PPGSQDFI?EVQC 600 
KFYKWKTYRGQGVKACSLTSLABGFN^^ 640 
CRPinVDia/SGBC3<HVGCDE?VLjGSDIJ?EDKC^^ 680 
ACE^:BG^/FSPi^PGAGYEDWWIPKGSVHIFIQDLNLSL 720 
.qm AT yrrnRg^ t j .wrxr .PfTTPnPHRT .pt Af?rrFpT Riypn 760 
rRr>.qr .fat r:PTMz^<^ .T^;M\7r aptw .pat rvpfniapt arhs 800 
LPPYSWHXAEWIKCSAQCAOGSCMSAVBCTOFSLDSSAV^ 840 
HYCSAHSKI^KRQRACNIEPCPPDiAAAASNWSLC^^ 880 
VRSRSWCQRRVSAAEEICALDDSACPQEE^PVLESO^ 920 
CPPEWAAm/flSBCTPSOGPGLFiHPWlJC^ 960 
HCSPAAKPPATMRGNn^CPPAFWVAGerarSAQO^ 1000 
RQRSVRCTSHI02ASHE)CIEAIJlPPITiQQC^^ 1040 
nSPEEiaa^VNKVAYCELVLI^rcSRAYF^ 1080 
Created: Thursday, dctc±)er 01, 1998 11:05 IM 



tcacgcacgccttccggtctcaagATGAlJi'iUJiUiUCAG 40 

TCTOGAGAGCTATCAGATCXXXnr^^ 80 

CACAA0QQGGCACiaria3QCTIC^^ 120 

QGAGCAQCXXXDGOQaCAaaaaQQCCS^CAGOCG^ 160 

CTCTIUISO^AAGfiasariOQCCft^^ 200 
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FIGURE 16 (continued) Pa 



210 220 230 240 
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GkKXnX3PiCC!CQCAQCnX3C^^ 240 

lODGriaSAGrACTOGACACXSQQ^^ 280 

QQQa3GCCX33QCXXX:ACTQCCTCTAOQC^^ 320 

GQGa::AQQ(XAGCAGCTQCX:MX3IQGCCA^^ 360 

QG»O3CCTCCA0QQCXriGATCC3iax:^^ 400 

410 420 430 440 

' ' ' ' I ' ' ■ ' 1 « ■ ' ■ I ' « ' ' I ' ■ ' ■ > ' « ■ ■ I ' ' ' ' I ' ■ ' ■ I 

ADCTIGATIGAGOCOCrca^^CQGri^^ 440 
GAGOOCQGaQGAAAGTKXSACXaO^ron^^ 480 
TCCTCICraCGflC^OXCCACXri^^ 520 
TGAGAGATGAGAAAOCmaSAAAfaQGGQGaimQC^^ 560 
GGQGACXTIGAAQCX^VCCQCCTO^^ 600 

610 620 630 640 
' ' ' ' > ' ' ' ' I ' ' ' ' I ■ ■ ■ ' I ' I ■ ' I ' ■ ' I I ■ ■ ' ' I I ■ I t I 

GAAACAGAGOCJEOaCCAQCXZAGGCCIGA^^ 640 

QCXDGAGAQCQCn705IX3GAGACCCIGGrrQ^ 680 

GAIGATQGIGQCCTATCmBQGOGO^^ 720 

TAIGICXnaacXATCATGAACATIX^^ 760 

AQGACnCGAGICTOQG?WX3^CXXOT^ 800 

810 820 830 840 

' ■ ' ' I ' ' I ' t ' « ■ ■ 1 ■ ■ ' ■ I ■ ■ ■ ■ I ■ ' ' ■ I ■ ■ ■ ■ > ■ ' ■ ■ I 

TCX3CCTCATCXnGCTCAaX3AQGAC^^ 840 

ATCAOX^^DCATO^aSQGAAGIOX^ 880 

AGTTOQCftGAAAIO^ATQGflGA^ 920 

TQCXWrTCX3VGAGAAa3C3IGIGQCI2^^ 960 

G?IQCTCftTCACAGQCTA3X3ACATC^^ 1000 

1010 1020 1030 1040 

■ I ■'«' I I I ■■■■ > 

AACCXrB30QQC2OO?AQGCCTQGC0C^ 1040 

'roiGAQQGOGAGAG?^AGC[a::AGa^^ 1080 

GClXXX^O\AGCXmCACCATKXXAa^^ 1120 

CATI03GC»TGAACXAT3A03aGC?IQQGAAA(^^ 1160 

QQCXDOSTOGlCAGQAaXftGCX^^AQCTCATQ^ 1200 
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1210 1220 1230 1240 

' ■ ■ ' I ' ' ■ ' I ' « ■ ' I ' ' ■ ■ I ' ■ ' ■ I ' ■ ■ ' I ■ ' ■ ■ I ' ' ' ' I 

ATTACCATCAAGAQCAAQCCATlXLXi^ 1240 

ADCX?IGACmCATCACCAGLTnUiAGAC^^ 1280 

QCTCTQ0CTGAACAACQQQCGCXXX3«3^^ 1320 

T3>CCCCS^C?GTQ30f€O^^ 1360 

AQCAATQCGGC'i'llCAQCaiaGaGrrc^^ 1400 

1410 1420 1430 1440 

' ■ ■ ' I ■ ' « ■ i I ■ I I I I I I ■ I ' ' ' ■ I ■ ' ■ ' ^ ' ' ' ' 1 ' » ' ' 1 

TAAATmaGQGAQOIXTOi^^QaGAGCIG^ 1440 

AAGAQCAACCXSGTXXIIAnXIACX:^ 1480 

iVaOGCMXSCTCTGCXAGAOGCACAa:^^ 1520 

GnraCTACAAAaOOGTCIGror^^ 1560 

1610 1620 1630 1640 

I I I I I 

GCX3ACTQCAGQCX3GAO:TCiaXX3GCX3^^ 1640 

TiVSIOSTCACTQCGACAQCXXXAaG^^ 1680 

AACTACTCICrOGGTCAGAGAAGOaXX^ 1720 

ACAGQGATCACTCIO^XCrQQCTXX:^^ 1760 

AGfIGaV3IGITCrK3AATITC^ 1800 

1810 1820 1830 1840 

■ ■ ' ' I ' ' ' ' 1 ■ ' ■ « I « ■ ■ ■ 1 ■ I ■ ' I ' ' ' ' I « ■ ' ■ ' ' ' ■ ' ^ 

AAATICrACAA£?iaGAAAACGrACaQGQGAGaQQQC^^ 1840 

AQQOCTO?ia3CTCAa3AGCXnAGa3^^ 1880 

CrP€PJJ3GM2M3QC3CQGCN2^^ 1920 

TGCXIXSTOiiAGACAaSGrraGACA^ 1960 

QCAAGCADGnX3QQCTQCGACQGAGrnX?ia3^^ 2000 

2010 2020 2030 2040 

■ ' ' ' I ' ■ ' « I ■ ■ ■ ■ I ■ ' ■ ' I ' ' ■ ' I ■ ■ ■ ■ I ■ ' ' ' I ■ ■ ' ■ ^ 

GOSQGAQGAa^AGnraCXDGAGIGTiGTOQO^^ 2040 

GCCTQCXSAGftCCATCXSAQGQaGrrcTIC^ 2080 

CTQQQQCXDaQGIAa3AQGATGI03ICI^^ 2120 

CnXXDCJIXXACATCITCAI^^ 2160 

AGICACTiaXXXTC?y\QQGAGACX2y3^^ 2200 
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FIGURE 16 (continued) Pa 



2210 2220 2230 2240 

' ' ' ' I « ' ' ' I ' ' ■ ■ I ■ ' ' ■ I ' ' ■ ' ' ■ ■ ' ■ I ■ ■ ■ ■ I ' ■ ■ ■ I 

TGGAGGQGCTOOCIGQGAOCXXXX^OD^^ 2240 

TC^aCIQQGACCAariTICAACTO^^ 2280 

CAQGIOZAGAQCCTOGAAGCXXnQGGAOaGaT^ 2320 

Cn^ClXlATQCJJXJATXXJTt^^ 2360 

CCTOQGCrACa3CTICAATCC^^ 2400 

2410 2420 2430 2440 

-' ' I ' i ' ' ' ' I ■ ■ ' ■ I I ■ ■ ■ t ' ■ ' ' I ' ■ ■ ' I ■ ' ■ ' I ' ■ ■ ■ I 

CTGCCCCCCTACTOCTGQCACTA^^ 2440 

QCrOGGOCX»J3rcnP3ay3QQQGT^^ 2480 

QGAGimDGCAACCmiTOGACAQC^^ 2520 

CACTACTOCAGIXXXXZO^QCAAQCT^ 2560 

QCXX)CTQCAACAGQGAQCXriTGCXXna»^^ 2600 

2610 2620 2630 2640 

« ' ' ' I ' ' ' ' I ' ' ' ' I ■ ' ' ' I ■ ' ■ ■ I ' ' ' ' I ' ■ ' ■ I ' ■ ■ ■ I 

AQQGAACroGnXXXrCCTGCAGCCX3^^ 2640 

GrC3COCPaTCGCIQ3GIC^^ 2680 

OaQQQGAGGAGAAQQOQCnXSAaSACAQCX^^ 2720 

GCCGCGCCCPajlXSmCJX3GM3^ 2760 

TQCXDCTXXX3GAGI03QCX3G(XCn^^ 2800 

2810 2820 2830 2840 

' ' ' ' t ' ■ ' ' I ' « ■ ■ I ■ ' ' ■ > ■ ■ ' ■ I ■ ■ t ■ I I I I I I I I ■ I I 

OCXXXZAQCTGOGQQOQQQGCCiaDGCXZACCGQG?^^ 2840 

TIXKS^AGAGCQCAGACCACCQCXSazmX^ 2880 

CACItXTCAODCQCXX3CCAAGCCAa:X3QC^ 2920 

QO^ACrroCQCnSCTOCmXXDQ^ 2960 

3010 3020 3030 3040 

CX3QCAQa3CrEa3GriX3CQCnXX3^^ 3040 

CXnX33CAa3AGrca:AOQGAGQCX2C^^ 3080 

GCftGCAGIGIGAQGOCAAGrKXXj^^ 3120 

GAOSQCXXTCAAGAGriXXS^AQGAT^^ 3160 

ACroODOOCTOSnXTCAAATITC^^ 3200 
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FIGURE 16 (continued) 



3210 3220 3230 3240 

■ ' ■ i 1 ' ■ ■ ■ I i i ■ i ' ■ ' ■ ' I ' « ' ' > ' ' ' ' ^ ' ' * ' ' * ' ' ' I 

CTACTIOCXSCC^^ 3240 
tagggggcgcgcggcacccggagccacagctggcggggtc 3280 
tccgccgccagccctgcagcgggccggcc3aagggggccc 3320 
cgggggggcgggaactgggagggaagggtgagacggagcc 3360 
ggaagttatttattgggaacccctgcagggccctggctgg . 3400 

3410 3420 3430 3440 

ggggatgga 3409 
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FIGURE 17 



Molecular Weight 21.6301.30 Daltons 
1934 Amino Acids 

234 Strongly Basic (+) Amino Acids (K,R) 
216 Strongly Acidic (-) Amino Acids (D,E) 
477 Hydrophobic Amino Acids (A, I,L,F,W,V) 
657 Polar Amino Acids (N,C,Q,S,T,Y) 

7.734 Isolectric Point 

24.102 enlarge at EH 7,0 

MQFVSWATULTUJVRDLAE]^ 60 

EPFPIlSIVHFKRTRRSINSATDmPAFASSSSSOTSPQAHY 120 

APLFIVTLLGTPGVNQq^KFYSE^^ 180 

QGYFIEPI^SIXDBQEDEEEaSIKEHIIYKRSAPQREPSI^^ 240 

AERKW3EElIISnLAGDVAAIl>03^ 300 

ATl^FiMVSYHGENLQHYILTUyiSIVASIY^ 360 

QfITIJ<NFXD(3^HSNSPQGIHHEG3^^ 420 

EDSGI^AFriAHElJ3^VFWMPHIXM^CKEB3^ 480 

"inn^SFLDIG^GECLniJEFESFIYP^ 540 

lC3m;iO;HKGCRT2HITVIMXnB:^^ 600 

FTOOGGIKTAIRBCMIPEPKISGGKYCV^^ 660 

FOT^JaiHaVIWPKYSGII2yIKIM^ 720 

GIXTlQAQCI»iVmSKAREOCGGVa3GmS9 780 

RQHSFSGETDDOSnflLALSSSKSEFm^GNFVV^^ 840 

TCBIEQELISU^JLS\K3njmPn^SFi^ 900 

l^yCFPESCQljT^SDQRCDBLPQFGi^^ 960 

CAKYSRLra<TE5<VIXX3FXSSHPKPSNR^ 1020 

AICVlSn^?NDVIJDDSKCTHQEK^ 1080 

GEroIM)PIyB□DPEIKPIS^QK^PE^^^ 1140 

WDIIQIXl^ATRPTEnTQIXEI^SCHPPPAAPEr^^ 1200 

TRMRYVSCRDEISGSVADESACATLPEIPVAKE^ 1260 

Qv^o^^JYSDHVIDRSEX3DQIJ^:PEI^DQrcsMSPCPQR^^^ 13 20 

SRIHVIJ3GNgrtmGPW3ACSSK:^^ 1380 

PCPCWAYGMSGECTOXmjIRTEUJ^^^ 1440 

D?^STCH^tfSSCSVSCGRGHKQRN\Ara^^ 1500 

KAGAWSQCSVSaSRGVQQRHVGCQIGIHKIAREIBaS^ 1560 

EEH^E]CTKI03EGSRYPKWC^roIl^KN^^ 1620 

SBCSVTCX3KGYKQRLVSCSEIYIGKE^^^ 1680 

RVG^M3SCSVSCGVA3V1XQE^SVQCLT^^^ 1740 

VKRIi<GASEDGEYFLraO<I£JaT^^ 1800 

ECPyKGSRRDK]QCRKDOTAAGFSSPQKIRIDLTSiyQII^^ I860 



>: <WO 0111074A2.I_> 



wo 01/11074 

FIGURE 17 (c< inued) 



48/54 



PCT/USOO/21223 



Pa 



IXYSAAKCPQGRFSINLYGrGLSLTESAI^ 1920 
CTPSSGfTCLEVFVL 1934 



10 20 30 40 

■ ■ ' ■ ' ■ ' ' ■ I ' ' « ' I ■ ■ ' ' I ' ■ ' ■ I ' ' ' ■ I ■ ' ' « I « ■ « ' -t 

tgggggcagogga yy y ayyyy LgggaagcaccATGCACJIT 40 

TCJI3VICCTQQQCCACACTOOT^^ 80 
CT3Ga:X3AGA3Q33GAGCQCAGAOGCQQOQQ0QQCCX3IQC 120 
GCAAQGAC^OXTOCACXXXj^^ 160 
GAOXTCAQCGAATACGAAAiairGTCK^^ 200 

210 220 230 240 

■ ' ' ' I ' ' ' « I ' ' « ' * ' ■ ' ■ I ' ■ ' ' > ■ ■ ■ ■ I ' ■ ' « I ■ ' ' ' I 

i^CXXTCia3GAGAACCX:TITX^ 240 
PJ:>iN3MJJ30Gf'O3Gl^^ 280 

GCCioCTiarciarinric^ 320 

TiOT7I2^TCTCACa3CX:AATQCQQGAT^ 400 

410 420 430 440 

■ ■ < I I ' ■ ■ 1 1 ■ ■ ■ ■ I I ■ « ' I I I I ■ * ' ' ' ■ I ' ' ' ' I ■ ' ' ■ I 

G?ITCAlOTJ[CACXXriOT03QGAC^^ 440 

Aa3^AGTITTATIC3CGAAGAGGAAQ^^ 480 

GnTTICTiO^AAGQCTATCirCAAT^^ 520 

GGCCXSTCATCAGCCICIQC^^ 560 

OQCJrcnXATGATQQQQGTTATITrATI^^ 600 

610 620 630 640 

' ■ ' ■ I I ■ ■ ' I ■ ■ ' ■ I ■ ■ ' ■ I ■ ' ■ ' 1 ■ ' ' ' I ' ■ ' ' I ■ ■ ■ ' I 

CTATQGATGAACAAGAAGAIGAAGAQGAAC^^ 640 

(X3^TCATITATAQG03CAQCXXXXXXX^^ 680 

TCAACftGGAAQQaVTOCATGrK^ 720 

ATAGGCACA3TAA?^3ACAA3AAGAAAAa:^^^^ 760 

ATQQQGAGAAAQGATrAAOCIGGCianGA(^^ 800 

810 820 830 840 

■ I'll I I I I I III I I I I I I I I I III I I I I I 1 I I I I I I I I I 

TTAAACAGCGQCTIS^GCAACAGAQQCATITIC^^ 840 

GTAATAAGA03G?O^ACACAAGAGAAAAGAQGA^ 880 

AAGGaCAAAACGrmriTATOCT^ 920 

GTCITOaraJK3GCAGACAACAGAATG^ 960 

GAGAAAACCTICAACACrATAriTrAACTI^^ 1000 
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FIGURE 17 (coj lued) 

Ps 



1010 1020 1030 1040 

' ' ' ' I ' ' ' ' I ' ' ■ ' I ■ ■ ■ ■ I I ■ ■ ■ I ■ ■ I I I t I ■ t I I 1 1 t I 

TGTAGCXirCTAICIATAA^^ 1040 

ATK^TAJITGTIATTCnXs^^ 1080 

AACAGQAflQQQCX^ITCXZATATOTTr^^ 1120 

ATI?^AAAAACITria32AGfIQQC«QC^^ 1160 

GOTQG^^TCCATCaTCATACTOC^^ 1200 

1210 1220 1230 1240 

' ' ' ' I ' I ' < I ' I ■ I 1 ' ■ ' ■ 1 ■ ■ ■ ' I « ' ' ' I ■ « ■ ■ I ' ' ■ ■ I 

AQGATATCiailAGAGCTC^^ 1240 

CCrGGCIKSM^CJX302M^^^ 1280 

TCITCTATiaGIGAAGATAGIQGAT^^ 1320 

CX3AT0GQCX3^TGftQCT3aGaCATCG^^ 1360 

TGASrcaCAACAACSWVIGrAAAGAAGAAQG^ 1400 

1410 1420 1430 1440 

I I ■■■■ I ■■ I ' I ■■■■ t 

OJ^CPO^ATGICATGGCrnD^ 1440 

ACC0CTOGATGr[QGIOW\Gr[CT^ 1480 
TGA^i-ixi-iAGACACUGUrimGGOGAl JlUrilUL ' i ' i^ ^ 1520 

GAAanOAATQOO^CCXniACXrTITGC^^ 1560 

CAGGCATCXnTrACAACXSIGAATAAAC^^^ 1600 

1610 1620 1630 1640 

I '■■■''■'■'■■■■'■'■■'■■»■ 1 ■■■■ I 

'ITITGGA(XAQGTIX?K:aQGTCIGC^ 1640 

TQCAGAOaGCICIQGTGCAATAAaircAAT^ 1680 

AAGQCTOOaSGACTCAQC^OO^aXTOGGCa^ 1720 

QG^^GTOCGAGCXITOGAAAQCAC^^ 1750 

GTICXXAAAGAAATOGAIGIOXCX?^^ 1800 

1810 1820 1830 1840 

' ' ' ■ I ' ' ' ■ I ' ' ■ ■ ' ' ■ ■ ' ' ■ ■ ■ ■ I ■ ' ■ ' I ' ■ ' ' 1 ■ ■ ■ ■ I 

GQQGAAGIT3GAGrimriTia3AACC^^ 1840 

togagqqqgcatcaaaac^^gcx::atio^^ isso 

CCAGAA0CAAAAAATOG?IO3AAAATACIG^ 1920 

GAAIGAAATITAA3IOTQ2AAC2^^ I960 

QCAGAAQCGAGACTIOCXSAGATCAACftGr^^ 2000 
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FIGURE 17 (continued) 



2010 2020 2030 2040 

' ' ' ■ 1 ' ' ' ■ I ■ ■ ■ ■ ' ' ■ ' ■ I ' ■ ■ ■ I ' ■ ' ' 1 ' ' ■ ' I ' ' ' ' ^ 

GADQQGAAGCATITriACATCAADQGTCiar^^ 2040 

TOCGCTQQCjrCCCTAAATACAGriO^ 2080 

oosGixscM^arrcjriuj^^ 2120 

TAGTATCaOCTiaSAGACAGAGrimTAGA^^ 2160 

CJraGCX^QGACACAAATGATAICTGnXS^^ 2200 

2210 2220 2230 2240 

CCX3QCAAGCia3ATCCGATCATGrri^ 2240 

CQGAGAGATAAATaCQGQGTITG?TQGI03C^^ 2280 

CArD3CAAAACAGnX9Ga«33AACATITA^^ 2320 

TCGITACAATACTGriX3Gnm3AA^ 2360 

iATATIGAIGIODQQCAa^^CAGITI^^ 2400 

2410 2420 2430 2440 

■ ' ' ' I ' ■ ' ' I ■ ■ ' ■ I ' ■ ■ ' I ■ ■ ■ ' ' ' ■ ' ' 1 ' ■ ■ ' I ' ■ ' ' I 

ACGATGaCAACTACTIJyXTITA^^ 2440 

ATICTTOCTAAATOG^WOTITCJI^^ 2480 

AQQaAAATIXDQCATTQQGAAT3CTGiajI30^^^ 2520 

Q3TQCGM2MJJX3O03m3^^ 2560 

CATIGAQCAAGAACrriTXTrcAGGr^^ 2600 

2610 2620 2630 2640 

■ ■ ' ■ I ■ ■ ■ ■ I ' ■ ' ■ < ■ ' ■ ■ I ■ ■ ■ ■ I ' ■ ' ■ I ' ' ' ' I ' ■ ' ' I 

AAGITGIACAAODCXX3AIGimX^ 2640 

CAATK3AAGATAAMX:TCftGCAGn7ITr^^ 2680 

TOQQCCA!I03CAAaCAK3CAGrrAAA^^ 2720 

CQGAAACXWW^CITSI7ITGC^03^^ 2760 

TIACIGITICIGATCAAAGAiaiXS^^ 2800 

2810 2820 2830 2840 

« ' ' ' I ■ « ■ ' I ' ■ ' ' > ' ■ ■ ■ I ■ ■ ■ ■ I ■ ■ ' ■ ^ ■ ■ ■ ' I ' ■ ' ■ I 

TGGACACATrAC:TGAAaxnXI[^^ 2840 

AQG?IX3QCATGr[TQCCAQCAQGftGrrGAA^ 2880 

GraxTio3GiTAa:xx:ACAn^^ 2920 

ATATAGCAGGCTGGATQQGAAG^CTGAGAAQGrE^^ 2960 

QJi'l'i'i'lijCIiJ3CP02CAT^^ 3000 
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FIGURE 17 (continued) 



Pa 



3010 3020 3030 3040 

' ' ' ' I ' ' ' ■ I ' ■ ■ ■ ' ' ■ ' ' I ■ ' ■ ■ I ' ' ' < I ' ' ■ I I ' ■ ' ■ I 

AATXXTCAGQGGAATCTAACAOGQC^^ 3040 

TGQCriXXSAfnXSAATGTICAAAAAQCT^^ 3080 

CAGAQGaG^VAQQQCTATITCrTCrrCAAT^^ 3120 

TA<:nX33ATGPJZPJ3CM^^ 3160 

CATICAGAGGrrcCAGTIXaAGITOCXnT^^ 3200 

3210 3220 3230 3240 

' ' ' ' t ' ' ' ' I ' ' ' ' I ■ ' ■ ' I ' ' ■ ■ I ' ' ■ ' I ■ ■ ' ■ t ■ ■ » • I 

TCn3GAGACTQGIC?0«3IGCTIX3CJ^^ 3240 

QGCATAftGCAOCG(XAQGTCI(^^ 3280 

laSATTiWVTGATMSAATGTOn^^ 3320 

ACMXnMQCAGACTIlCJE^^ 3360 

QQCAQQCQQGaXXXnGQGrCAO^^ 3400 

3410 3420 3430 3440 

'■■«*''■' I I ■■■■ I ■■ ■ t I ■■■■ I 

ACAQQGATACCAGCTAAGAGCAGIGAAATOC^^ 3440 

ACTTATATGITCAGnXXJCAGAI^^ 3480 

CAACT^GACCAACIGATACCXA^ 3520 

A!IGKATCXI[aXXX:AQCTaD^^ 3560 

ACATACAGIGOOS^AGAACXXAGrR^^ 3600 

3610 3620 3630 3640 

' ' I I 1 1 I I I 1 1 I 1 I I I I . I . . . . I . . . . I , . , , I , . , ■ I 

GGACCXTATGCnrAQOCACIT^^ 3640 

GAGATAaJrc:AGCTOCCX3AGATC^ 3680 

GAaSAGAGIODClXJIGCIACXDCTOCC^^ 3720 

AQGAAGAATGnriCTCrrc^^ 3760 

CTiaSACTOGAQCTCITGCnCIl^^ 3800 

3810 3820 3830 3840 

I I I 

AGGGCAAarCX3GCAAGIGATOKJ[^^ 3840 

Aa3IGATCGAICX9GAG?IGAGTC^^ 3880 

AGAAACIGACCAQGACTGTiaiATSrcA^^ 3920 

AGGACXXX3^GACAGr[aXJn?AQCnXy^^ 3960 

ATGiAQGACIATOGriaXC33GaGCX3CX3^^ 4000 
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FIGURE 17 (c'«niinued) Pe 



4010 4020 4030 4040 

■ ■ I I t I ' ' I ' ■ ■ ■ I ■ ■ ' ■ I ' ' ■ ' I ■ ■ ' ■ I I ' ' ' I ' ' « ' I — 



o:m<jrccTCQGn:x3GAAACCA^ 4040 

QGAGCATCJ[TCX::?^ACCIXJIX3CI^ 4080 

GfKJETGTITGiTMGICAQGATGAAA^^ 4120 

CGACTCICTOGAGAGAATAAAACCTC^ 4160 

TGrK3?yiLTCm30CXriTG^ 4200 

4210 4220 4230 4240 

■ ■ ' « 1 ' ■ ' « I ■ ' ■ ' ' ' ' ■ ■ I ' ■ ■ ' I ' ■ ' ' I ■ « ' ' I ' ' ' ■ I 



GQGGAGACJEOIilACTAAGCTGnCTQG^ 4240 

AAGA,CTQGIO2rrciGICAQQ0CTIXX^^^ 4280 

CXlAGATITGAQCTCrDGAAATICTIG^^ 4320 

G?IGAGCA£ntnAA(300VTQCIT^^ 4360 

ATQGaVGTDsOiQQCXXTIQGAQCTCX^^ 4400 

4410 4420 4430 4440 



QGTXXSAQQGCATAAACAAaSAAATCTTI^^ 4440 

i^AGATDQGAAGCX^ATITAGAAAGr^ 4480 

QQCTAAQOCACATOGQCACAGAAAGrra^ 4520 

TG0CXX::AAArraGAAAQCnO3a3CTI^^ 4560 

TGrrQCTCra3C!CGAQQCX3rA^^ 4600 

4610 4620 4630 4640 

■ ' ■ ' I ■ ■ ■ « I ■ ' ' ' I ■ ' ■ ■ I ■ ■ ' ' ' ' ■ ■ ■ I ■ ' ■ ■ I ■ ' ■ ' I 



TCAGATGQGAACACACAAAAIftGCCAGAGAGACXD^^ 4640 

AAOCXSVTACACCAGACOQGAGTXXS^^ 4680 

G(XC^03G?KnCCXDCTITACAC^^ 4720 

GCAAGAATQCACXaAGAOCiraQQQaSAAG^ 4760 

CXX:AAQGriX3GIGrGIGI03ATG^ 4800 

4810 4820 4830 4840 
■ ■ ■ ■ I ■ ■ ' ■ I ' ' ■ ■ 1 ■ ■ ' ' I ■ ' ■ ■ ' ' ■ ' ' I ' ■ ■ ' I ' ' ' ' I 



AIQQQQ(3VGQCnX3IGAD(3IGftQCAAQC^ 4840 

TGAAAQCKJTAGriTIQCAAaX?^^ 4880 

ACAQGAGAATOCTICAGAGIGCTCAJ^^ 4920 

GOT\CAAACAAAGQCTIGICrK^^ 4960 

CQGGAAAGAGAATIATGAATiO^GCI^^ 5000 
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FIGURE 17 (ci nued) 

^ Pa 



5010 5020 5030 5040 
■J ' ' ■ I ' ' ' ' I ' ' ' ' I ' ■ ' ' I ■ ■ ■ ' ' ■ ■ ' ■ I ' ' ■ ■ I « ■ ■ ' I 

i^cimx:AQQCAa3CAaccaxxzA^^ 5040 

A(CTGAQQGAGroCCXIKmna3Q0CA!^^ 5080 

CaACTGQGGGAGCIQCICAGlUlUi'ib'l U UlUi'iGGA^^ 5120 

AT3CAGAGATCndTCCAATGTITAAC^ 5160 

OCAGCC^^CTrATaX^OOI^^ 5200 

5210 5220 5230 5240 

■■ ' ' ' I ' ' ■ ' I ■ ■ ■ ■ ' ■ ' ■ ' I ■ ' ■ « I ' ' I I I ■ ■ t I I I I ■ I I 

AAAAAOCTOCCX3IAATGrK7IA^ 5240 

AATI02AAGGftGGI2^AAAAGACnTAAAQC^^ 5280 

ATOGTIGAATATITOCTCAIGATriM^^ 5320 

GAmTICIGIXX3QQQGATQCACTCIC^^ 5360 

TAa3IG?«2ACIQGIGCATQGAGAC^ 5400 

5410 5420 5430 5440 
' ' ' ' I ' ■ ' ' I ' ■ ' ■ t ■ « ' ' I ■ ■ ■ ■ I ■ ■ ■ ■ I ■ ■ I ■ I ■ ■ ■ ■ I 

AQGirrATCGQCACAQGriTACACAACE 5440 
CTATAAa3QGAQCQQQC)QCX3ArKW:TQCX2^^ 5480 
GATBO^CQQOCXXrroQGITITaZ^^ 5520 
GAATAGACXTGAOC»QCATQCAGATAAT^^ 5560 
ACAOU'lUUCAftGGACAAQQGAAQGACATOCX^GK^^ 5600 

5610 5620 5630 5640 

' ■ ' ' I ' ' 1 1 I I I I I 1 I 1 1 ■ I ■ I ■ 1 > I ■ I ■ I I I . . I . . . . I 

G0a^CAQCO3QQGATIiGCTACAGCX3CTQ(^^ 5640 

AQQGrracnTITAGCATCAACCT^ 5680 

TITAACTCAATCiaXAGATOGATA^^ 5720 

QCroiCICIGftCATCAftGAA^^ 5760 

■rccrDvoaGAAKraDOGrrac?^^ ssoo 

5810 5820 5830 5840 
'■ ' I I I I I I I I I t I I 1 I I t I ■ I ■ I I ■ ... I .... I .... I 

ATcxnuia^TACTiaxxirosaGGn^^ 5840 

aggtgctttgaagaggaagccattatggatggatgaagga 5880 

tagtaatgcaatacctccaccttaatttgggtgcatgtgt 5920 

atgtgtgtgtgtgtttgtgtgtgacttgtatgcttgtgtg 5960 
tgtaaatgtgtgtacatatacatatataca 5990 
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SEQUENCE LISTING 

<110> Apte, Suneel 

Hurskainen, Tiina L. 
5 Hirohata, Satoshi 

<12 0> Nucleic Acids Encoding Zinc Metal loprot eases 

<130> 26473-04007 

10 

<140> 09/369,364 

<141> 1999-08-06 

<160> 26 

15 

<170> Patentin Ver. 2.1 

<210> 1 

<211> 3002 

20 <212> DNA 

<213> mus cnusculus AOAMTS-5 

<220> 
<221> CDS 
25 <222> (18) . . (2810) 

<400> 1 

ccggcgggca gcgcact atg egg etc gag tgg gcg tec ttg ttg ctg eta 50 
Met Arg Leu Glu Trp Ala Ser Leu Leu Leu Leu 
30 1 5 . 10 

ctg ctg ctg ctg age gcg tec tgc ctg tec ctg gee get gae age ecc 98 
Leu Leu Leu Leu Ser Ala Ser Cys Leu Ser Leu Ala Ala Asp Ser Pro 
15 20 25 

35 

gee gcg gca cct gee cag gat aaa ace agg cag cet cag get gea gea 146 
Ala Ala Ala Pro Ala Gin Asp Lys Thr Arg Gin Pro Gin Ala Ala Ala 
30 35 40 

40 gcg gee gee gag ccg gac cag ccg cag ggg gag gaa aca egg gag cga 194 
Ala Ala Ala Glu Pro Asp Gin Pro Gin Gly Glu Glu Thr Arg Glu Arg 
45 50 55 

ggc cat tta caa ccc ttg gcc ggg cag cgc agg age ggc ggg ctg gtc 242 
4 5 Gly His Leu Gin Pro Leu Ala Gly Gin Arg Arg Ser Gly Gly Leu Val 
60 65 70 75 

cat aat ata gae caa etc tac tet ggc ggt ggc aaa gtg ggc tac ett 290 
His Asn lie Asp Gin Leu Tyr Ser Gly Gly Gly Lys Val Gly Tyr Leu 
50 80 85 90 

gtc tac gcg ggc ggc egg agg tte ctg ctg gac ctg gag aga gat gac 338 
Val Tyr Ala Gly Gly Arg Arg Phe Leu Leu Asp Leu Glu Arg Asp Asp 
95 100 105 

55 

aca gtg ggt get get ggt age ate gtt act gca gga gga ggg ctg age 386 
Thr Val Gly Ala Ala Gly Ser He Val Thr Ala Gly Gly Gly Leu Ser 
110 115 120 

60 gea tec tet ggc eac egg ggt cac tgt tte tac aga ggc ace gtg gae 434 
Ala Ser Ser Gly His Arg Gly His Cys Phe Tyr Arg Gly Thr Val Asp 
125 130 135 

ggc age cct cga tec eta get gtc ttt gac etc tgc ggg ggt etc gat 482 
65 Gly Ser Pro Arg Ser Leu Ala Val Phe Asp Leu Cys Gly Gly Leu Asp 
140 145 150 155 
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ggc ttc ttt gca gtc aag cat gcg cgc tac act eta aag cca etc ctg 530 

Gly Phe Phe Ala Val Lys His Ala Arg Tyr Thr Leu Lys Pro Leu Leu 
160 165 170 

5 

cgt ggg tec tgg gca gag tat gaa cga att tat ggg gat gga tct tec 578 

Arg Gly Ser Trp Ala Glu Tyr Glu Arg lie Tyr Gly Asp Gly Ser Ser 
175 180 185 

Q 

10 cgc ate ctg eat gtc tac aae cgc gag ggc ttt age ttc gag gee ctg 626 

Arg lie Leu His Val Tyr Asn Arg Glu Gly Phe Ser Phe Glu Ala Leu 
190 195 ^ 200 

ccg cca cgc gee agt tgc gag act ect gca tec cca tct ggg ccc caa 674 
15 Pro Pro Arg Ala Ser Cys Glu Thr Pro Ala Ser Pro Ser Gly Pro Gin 
205 210 215 



gag age ccc teg gtg cac agt aga tct agg aga cgc tea gcg ctg gcc 
Glu Ser Pro Ser Val His Ser Arg Ser Arg Arg Arg Ser Ala Leu Ala 
20 220 225 230 235 



ggg egg ggc ctg cag cat tac ctg ctg acc atg gcc tec ate gcc aae 
3 5 Gly Arg Gly Leu Gin His Tyr Leu Leu Thr Met Ala Ser lie Ala Asn 
285 290 . 295 



722 



770 



eeg cag ctg ctg gae cac tea get ttc teg cca tct ggg aae gcg gga 
Pro Gin Leu Leu Asp His Ser Ala Phe Ser Pro Ser Gly Asn Ala Gly 
240 245 250 

25 

cct cag act tgg tgg agg cgt agg cgc cgt tee ate tec agg gcc cgc 818 
Pro Gin Thr Trp Trp Arg Arg Arg Arg Arg Ser lie Ser Arg Ala Arg 
255 260 265 

30 cag gtg gag etc etc ttg gtg get gac teg tec atg gee agg atg tat 866 
Gin Val Glu Leu Leu Leu Val Ala . Asp Ser Ser Met Ala Arg Met Tyr 
270 275 280 



914 



agg ctg tac agt cat gca age att gag aae cac ate cgc ctg gcg gtg 962 

Arg Leu Tyr Ser His Ala Ser lie Glu Asn His lie Arg Leu Ala Val 
40 300 305 310 315 

gtg aag gtg gtg gtg ctg acg gae aag gac aeg agt ctg gag gtg age 1010 

Val Lys Val Val Val Leu Thr Asp Lys Asp Thr Ser Leu Glu Val Ser 
320 325 330 

45 

aag aat gcg gee acg ace etc aag aae ttt tgc aaa tgg cag cac caa 1058 

Lys Asn Ala Ala Thr Thr Leu Lys Asn Phe Cys Lys Trp Gin His Gin 

335 340 345 

50 cat aae cag eta ggg gat gat cac gaa gag cac tac gat gca gee ate 1106 

His Asn Gin Leu Gly Asp Asp His Glu Glu His Tyr Asp Ala Ala lie 
350 355 360 

ctg ttc acc cga gag gat tta tgt ggg cat cat tea tgt gac ace ctg 1154 

55 Leu Phe Thr Arg Glu Asp Leu Cys Gly His His Ser Cys Asp Thr Leu 

365 370 375 

gga atg gca gae gtt ggg acc ata tgt tct ccg gag cgc age tgt gca 1202 

Gly Met Ala Asp Val Gly Thr lie Cys Ser Pro Glu Arg Ser Cys Ala 
60 380 385 390 395 

gtg att gaa gat gat ggc etc eat gca gcc ttc act gtg get eat gaa 1250 

Val lie Glu Asp Asp Gly Leu His Ala Ala Phe Thr Val Ala His Glu 
400 405 410 

65 

att ggg cat eta ctt ggc ctt tct cat gac gat tec aaa ttc tgt gaa 1298 
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lie Gly His Leu Leu Gly Leu Ser His Asp Asp Ser Lys Phe Cys Glu 

415 420 425 

gag aac ttc ggt act aca gaa gac aag cgt tta atg tct tea ate ctt- 1346 

5 Glu Asn Phe Gly Thr Thr Glu Asp Lys Arg Leu Met Ser Ser lie Leu. 

430 435 440 

acc age ate gat gca tec aag ecc tgg tec aaa tgc acg tea gee acc 1394 

Thr Ser lie Asp Ala Ser Lys Pro Trp Ser Lys Cys Thr Ser Ala Thr 

10 445 450 455 

ate aca gaa ttc ctg gat gat ggt cat ggt aat tgt ttg eta gac eta 1442 

lie Thr Glu Phe Leu Asp Asp Gly His Gly Asn Cys Leu Leu Asp Leu 

460 465 470 475 

15 

cca egg aag eag att ttg ggt ecc gag gaa etc cca gga eag acc tac 1490 

Pro Arg Lys Gin lie Leu Gly Pro Glu Glu Leu Pro Gly Gin Thr Tyr 

480 485 490 

20 gat gee acc eag eag tgc aac ttg aca ttt ggg cet gag tac teg gtg 1538 

Asp Ala Thr Gin Gin Cys Asn Leu Thr Phe Gly Pro Glu Tyr Ser Val 

495 500 505 

tgc cet gge atg gat gtc tgt geg egg ctg tgg tgt get gtg gtg cge 1586 

25 Cys Pro Gly Met Asp Val Cys Ala Arg Leu Trp Cys Ala Val Val Arg 

510 515 520 

caa ggc caa atg gtg tgt ctg acc aag aag ctg ccg get gtg gag gge 1634 

Gin Gly Gin Met Val Cys Leu Thr Lys Lys Leu Pro Ala Val Glu Gly 

30 525 530 535 

act cec tgt ggg aag gga aga gtc tgc ctt caa ggc aaa tgt gtg gac 1682 

Thr Pro Cys Gly Lys Gly Arg Val Cys Leu Gin Gly Lys Cys Val Asp 

540 545 550 555 

35 

aaa act aag aaa aaa tat tac teg aca tea age eat gga aat tgg ggg 173 0 

Lys Thr Lys Lys Lys Tyr Tyr Ser Thr Ser Ser His Gly Asn Trp Gly 

560 565 570 

4 0 tec tgg ggc ecc tgg ggt eag tgt tct cge tea tgc ggg gga gga gtg 1778 

Ser Trp Gly Pro Trp Gly Gin Cys Ser Arg Ser Cys Gly Gly Gly Val 

575 580 585 

eag ttt gee tac cge cat tgt aat aac cet gca cet cga aac agt ggc 1826 

45 Gin Phe Ala Tyr Arg His Cys Asn Asn Pro Ala Pro Arg Asn Ser Gly 

590 595 600 

cge tac tgc aca ggg aag agg gee ata tac cgt tec tgc agt gtt aca 1874 

Arg Tyr Cys Thr Gly Lys Arg Ala lie Tyr Arg Ser Cys Ser Val Thr 

50 605 610 615 

ecc tgc cca ecc aat ggt aaa tct ttt cge eat gag eag tgt gaa gee 1922 

Pro Cys Pro Pro Asn Gly Lys Ser Phe Arg His Glu Gin Cys Glu Ala 

620 625 630 635 

55 

aaa aat ggc tat eag tct gat gca aaa gga gtc aaa aca ttt gta gaa 1970 

Lys Asn Gly Tyr Gin Ser Asp Ala Lys Gly Val Lys Thr Phe Val Glu 

640 645 650 

60 tgg gtt ecc aaa tat gca ggt gtc ctg ccg gca gat gtg tgc aag ctt 2018 
Trp Val Pro Lys Tyr Ala Gly Val Leu Pro Ala Asp Val Cys Lys Leu 

655 660 665 

acc tgc aga get aag ggc aca ggc tac tat gtg gtc ttt tct cca aag 2066 
65 Thr Cys Arg Ala Lys Gly Thr Gly Tyr Tyr Val Val Phe Ser Pro Lys 

670 675 680 
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gtt acg gat ggg act gaa tgc agg ccg tac age aac tct gtg tgt gtc 21X4 
Val Thr Asp Gly Thr Glu Cys Arg Pro Tyr Ser Asn Ser Val Cys Val 
685 690 695 

5 

cga gga egg tgc gtg aga act gga tgt gac ggc att att ggc tea aag 2162 
Arg Gly Arg Cys Val Arg Thr Gly Cys Asp Gly lie He Gly Ser Lys 
700 705 710 715 

10 eta caa tat gac aag tgt gga gtg tgc gga ggg gat aac tec agt tgt 2210 
Leu Gin Tyr Asp Lys Cys Gly Val Cys Gly Gly Asp Asn Ser Ser Cys 
720 725 730 

aca aag att ate gga ace tte aat aaa aaa age aag ggt tat act gac 2258 
15 Thr Lys He lie Gly Thr Phe Asn Lys Lys Ser Lys Gly Tyr Thr Asp 
735 740 745 

gtt gtg agg ate eet gaa gga gca ace eac ata aaa gtc cga eag tte 2306 
Val Val Arg He Pro Glu Gly Ala Thr His He Lys Val Arg Gin Phe 
20 750 755 760 

aaa gee aaa gac eag act aga tte eet gee tac tta gee ctg aag aag 2354 

Lys Ala Lys Asp Gin Thr Arg Phe Pro Ala Tyr Leu Ala Leu Lys Lys 
765 770 775 

25 

aaa act ggc gag tac ctt ate aat ggc aag tac atg att tec act tea 2402 

Lys Thr Gly Glu Tyr Leu He Asn Gly Lys Tyr Met He Ser Thr Ser 
780 785 790 795 

30 gag acc ate ate gac ate aat ggt acc gtc atg aac tac agt gga tgg 2450 
Glu Thr He He Asp He Asn Gly Thr Val Met Asn Tyr Ser Gly Trp 
800 805 810 



age eac aga gat gat ttt tta cat ggg atg ggc tat tea gee aca aaa 
35 Ser His Arg Asp Asp Phe Leu His Gly Met Gly Tyr Ser Ala Thr Lys 
815 820 825 



2498 



gaa ate ctg ate gtg cag ate ctt gee aca gac eea act aaa geg eta 2546 
Glu He Leu He Val Gin He Leu Ala Thr Asp Pro Thr Lys Ala Leu 
40 830 835 840 

ggc gtc egt tac age ttt ttt gtt ecc aag aag acc act caa aaa gta 2594 

Gly Val Arg Tyr Ser Phe Phe Val Pro Lys Lys Thr Thr Gin Lys Val 

845 850 855 

45 

aac tct gtc ate age cat ggc age aac aag gtg gga eea cae tet aca 2642 

Asn Ser Val He Ser His Gly Ser Asn Lys Val Gly Pro His Ser Thr 

860 865 870 875 

50 cag ctg cag tgg gtg aca ggt eea tgg ctg gee tgc tec agg ace tgt 26 90 
Gin Leu Gin Trp Val Thr Gly Pro Trp Leu Ala Cys Ser Arg Thr Cys 
880 885 890 

gac aca ggc tgg cae act agg ace gtg cag tgc cag gat gga aac agg 2738 
5 5 Asp Thr Gly Trp His Thr Arg Thr Val Gin Cys Gin Asp Gly Asn Arg 
895 900 905 

aaa tta get aaa gga tgc ctt etc tct cag agg eet tct gca ttt aag 2786 
Lys Leu Ala Lys Gly Cys Leu Leu Ser Gin Arg Pro Ser Ala Phe Lys 
60 910 915 920 

caa tgt ctg ctg aag aaa tgt tag ectgtggttt actctaatgc acaaaaaaac 2840 
Gin Cys Leu Leu Lys Lys Cys 
925 930 

65 

aacaggagga tcatcgeaga tacagetgtg gtgaagacaa ggeetaeeca aagcacagaa 2900 
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agtcatgcct tcacgtcatt gtcaccacga gtcgaattat gggcagaatc tgctccctgc 2960 
gaccaaaagg tttactctac ttggtgaatg atggcaccgt ga 3002 

5 

<210> 2 
<211> 930 
<212> PRT 
10 <213> mus musculus ADAMTS-5 





<400> 2 






























Me t Arg 


Leu 


Glu 


Tro 


Ala 


Ser 


Leu 


Leu 


Leu 


Leu 


Leu 


Leu 


Leu 


Leu Seir 




1 






5 










10 










15 


15 


Ala Ser 


Cys 


Leu 
20 


Ser 


Leu 


Ala 


Ala 


ASD 

25 


Ser 


Pro 


Ala 


Ala 


Ala 
30 


Pro Ala 




Gin Asp 


Lys 
35 


Thr 


Ara 


Gin 


Pro 


Gin 
40 


Ala 


Ala 


Ala 


Ala 


Ala 
45 


Ala 


Glu Pro 




Asp Gin 


Pro 


Gin 


Glv 


Glu 


Glu 


Thr 


Ara 


Glu 


Aro 


Gly His 


Leu 


Gin Pro 


20 


50 










55 










60 










Leu Ala 


Gly Gin 


Ara 


Ara 


Ser 


Glv 


Glv 


Leu 


Val 


His 


Asn 


He 


AsD Gin 




65 








70 










75 








80 




Leu Tyir 


Ser Gly 


Glv 


Glv 


Lys 


Val 


Glv 


Tvr 

X y i. 


Leu 


val 


Tyr Ala 


Gly Gly 










85 










90 










95 


25 


Airg Airg 


Phe 


Leu 
100 


Leu 


Asp 


Leu 


Glu 


Ara 
105 


Asp 


Asp 


Thr 


Val 


Gly 
110 


Ala Ala 




Gly Seir 


He 
115 


Val 


Thr 


Ala 


Glv 


Glv 

120 


Glv 


Leu 


Ser 


Ala 


Ser 
125 


Ser 


Gly His 




Ar'Q Glv 


His 


Cys 


Phe 


Tvr 


Ara 


Glv 


Thr 


Val 


Asp 


Gly Ser 


Pro 


Arg Ser 


30 


130 










135 










140 










Leu Ala 


Val 


Phe 


Asp 


Leu 


Cys 


Glv 


Glv 


Leu 


Asp 


Gly 


Phe 


Phe 


Ala Val 




145 








150 










155 








160 




Lys His 


Ala 


Arg 


Tvr 
165 


Thr 


Leu 


Lvs 


Pro 


Leu 
170 


Leu 


Arg 


Gly 


Ser 


Trp Ala 
175 


35 


Glu Tyir 


Glu 


Arg 

180 


He 


Tvr 


Glv 


Asp 


Glv 
185 


Ser 


Ser 


Arg 


He 


Leu 
190 


His Val 




Tyr Asn 


Arg 
195 


Glu 


Glv 


Phe 


Ser 


Phe 

200 


Glu 


Ala 


Leu 


Pro 


Pro 
205 


Arg 


Ala Ser 




Cys Glu 


Thr 


Pro 


Ala 


Ser 


Pro 


Ser 


Glv 


Pro 


Gin 


Glu 


Ser 


Pro 


Ser Val 


40 


210 










215 










220 










His Seir 


Arg 


Ser 








Ser 


Ala 


Leu 


Ala 


Pro 


Gin 


Leu 


Leu Asp 




225 








230 










235 








240 




His Seir 


Ala 


Phe 


Ser 
245 


Pro 


Ser 


Glv 


Asn 


Ala 
250 


Glv 
oxy 


Pro 


Gin 


Thr 


Trp Trp 
255 


45 


Airg Airg 


Arg Arg 


Arg 


Ser 


He 


Ser 


Ara 


Ala 




Gin 


Val 


Glu 


Leu Leu 








260 










265 










270 






Leu Val 


Ala 


Asp 


Ser 


Ser 


Met 


Ala 


Arg 


Met 


Tyr 


Gly Arg 


Gly Leu Gin 






275 










280 










285 








His Tyr 


Leu 


Leu 


Thr 


Met 


Ala 


Ser 


He 


Ala 


Asn 


Arg 


Leu 


Tyr 


Ser His 


50 


290 










295 










300 










Ala Ser 


He 


Glu 


Asn 


His 


He 


Arg 


Leu 


Ala 


Val 


Val 


Lys 


Val 


Val Val 




305 








310 










315 








320 




Leu Thr 


Asp 


Lys 


Asp 
325 


Thr 


Ser 


Leu 


Glu 


Val 
330 


Ser 


Lys 


Asn 


Ala 


Ala Thr 
335 


55 


Thr Leu 


Lys 


Asn 
340 


Phe 


Cys 


Lys 


Trp 


Gin 
345 


His 


Gin 


His 


Asn 


Gin 
350 


Leu Gly 




Asp Asp 


His 
355 


Glu 


Glu 


His 


Tyr 


Asp 
360 


Ala 


Ala 


He 


Leu 


Phe 
365 


Thr 


Arg Glu 




Asp Leu 


Cys Gly 


His 


His 


Ser 


Cys 


Asp 


Thr 


Leu 


Gly 


Met 


Ala Asp Val 


60 


370 










375 










380 










Gly Thr 


He 


Cys 


Ser 


Pro 


Glu 


Arg 


Ser 


Cys 


Ala 


Val 


He 


Glu 


Asp Asp 




385 








390 










395 








400 




Gly Leu 


His 


Ala 


Ala 


Phe 


Thr 


val 


Ala 


His 


Glu 


He Gly His 


Leu Leu 










405 










410 










415 


65 


Gly Leu 


Ser 


His 
420 


Asp 


Asp 


Ser 


Lys 


Phe 
425 


Cys 


Glu 


Glu 


Asn 


Phe 
430 


Gly Thr 
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Thr Glu Asp Lys Arg Leu Met Ser Ser lie Leu Thr Ser lie Asp Ala 

435 440 445 

Ser Lys Pro Trp Ser Lys Cys Thr Ser Ala Thr lie Thr Glu Phe Leu 
450 455 460 

5 Asp Asp Gly His Gly Asn Cys Leu Leu Asp Leu Pro Arg Lys Gin He 
465 470 475 480 

Leu Gly Pro Glu Glu Leu Pro Gly Gin Thr Tyr Asp Ala Thr Gin Gin 

485 490 495 

Cys Asn Leu Thr Phe Gly Pro Glu Tyr Ser Val Cys Pro Gly Met Asp 
10 500 505 510 

Val Cys Ala Arg Leu Trp Cys Ala Val Val Arg Gin Gly Gin Met Val 

515 520 525 

Cys Leu Thr Lys Lys Leu Pro Ala Val Glu Gly Thr Pro Cys Gly Lys 
530 535 540 

15 Gly Arg Val Cys Leu Gin Gly Lys Cys Val Asp Lys Thr Lys Lys Lys 
545 550 555 560 

Tyr Tyr Ser Thr Ser Ser His Gly Asn Trp Gly Ser Trp Gly Pro Trp 

565 570 575 

Gly Gin Cys Ser Arg Ser Cys Gly Gly Gly Val Gin Phe Ala Tyr Arg 
20 580 585 590 

His Cys Asn Asn Pro Ala Pro Arg Asn Ser Gly Arg Tyr Cys Thr Gly 

595 600 605 

Lys Arg Ala He Tyr Arg Ser Cys Ser Val Thr Pro Cys Pro Pro Asn 
610 615 620 

25 Gly Lys Ser Phe Arg His Glu Gin Cys Glu Ala Lys Asn Gly Tyr Gin 
625 630 635 640 

Ser Asp Ala Lys Gly Val Lys Thr Phe Val Glu Trp Val Pro Lys Tyr 

645 650 655 

Ala Gly Val Leu Pro Ala Asp Val Cys Lys Leu Thr Cys Arg Ala Lys 
30 660 665 670 

Gly Thr Gly Tyr Tyr Val Val Phe Ser Pro Lys Val Thr Asp Gly Thr 

675 680 685 

Glu Cys Arg Pro Tyr Ser Asn Ser Val Cys Val Arg Gly Arg Cys Val 
690 695 700 

3 5 Arg Thr Gly Cys Asp Gly He He Gly Ser Lys Leu Gin Tyr Asp Lys 
705 710 715 720 

Cys Gly Val Cys Gly Gly Asp Asn Ser Ser Cys Thr Lys He He Gly 

725 730 735 

Thr Phe Asn Lys Lys Ser Lys Gly Tyr Thr Asp Val Val Arg He Pro 
40 740 745 750 

Glu Gly Ala Thr His He Lys Val Arg Gin Phe Lys Ala Lys Asp Gin 

755 760 765 

Thr Arg Phe Pro Ala Tyr Leu Ala Leu Lys Lys Lys Thr Gly Glu Tyr 
770 775 780 

45 Leu He Asn Gly Lys Tyr Met He Ser Thr Ser Glu Thr He He Asp 
785 790 795 800 

He Asn Gly Thr Val Met Asn Tyr Ser Gly Trp Ser His Arg Asp Asp 

805 810 815 

Phe Leu His Gly Met Gly Tyr Ser Ala Thr Lys Glu He Leu He Val 
50 820 825 830 

Gin He Leu Ala Thr Asp Pro Thr Lys Ala Leu Gly Val Arg Tyr Ser 

835 840 845 

Phe Phe Val Pro Lys Lys Thr Thr Gin Lys Val Asn Ser Val He Ser 
850 855 860 

55 His Gly Ser Asn Lys Val Gly Pro His Ser Thr Gin Leu Gin Trp Val 
865 870 875 880 

Thr Gly Pro Trp Leu Ala Cys Ser Arg Thr Cys Asp Thr Gly Trp His 

885 890 895 

Thr Arg Thr Val Gin Cys Gin Asp Gly Asn Arg Lys Leu Ala Lys Gly 
60 900 905 910 

Cys Leu Leu Ser Gin Arg Pro Ser Ala Phe Lys Gin Cys Leu Leu Lys 
915 . 920 925 

Lys Cys 
930 

65 
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<210> 3 
<211> 1520 
<212> DNA 
5 <213> homo sapiens ADAMTS-5 



<400> 3 

ggacatttac 

acagaagata 

10 tccaaatgca 
ctggacctac 
gccacccagc 
gtctgtgctc 
gagtgcagtt 

15 gcacagggaa 
aatcatttcg 
tcaaaacttt 
agctgacctg 
atggcactga 

2 0 ctggctgtga 
gagacaactc 
ctgacgtggt 
aagaccagac 
tcaatggaaa 

25 tgaactatag 
cgaaggaaat 
gttatagctt 
gcagcaataa 
cctgctctag 

30 accggaagtt 
tgttgaagaa 
cancacccgt 
taatgacatt 



35 



ttggcctctc 
agcgct taat 
cttcagccac 
cacgaaagca 
agtgcaacct 
gcctgcggtg 
tgcctatcgt 
gagggccatc 
tcatgaacag 
tgtggaatgg 
cagagccaag 
atgtaggccg 
cggcatcatt 
cagctgtaca 
gaggattcct 
tagattcact 
gtacatgatc 
cggttggagc 
tctaatagtg 
ttttgttccc 
^gtgggatca 
gacctgtgac 
agcaaaagga 
atgttagcct 
gcaatcnngg 
gtcaaccagg 



ccatgacgat 
gtcttccatc 
catcacagaa 
gatcctgggc 
gacattcggg 
tgctgtggta 
cactgtaata 
taccactcct 
tgtgaggcca 
gttcccaaat 
ggcactggct 
tacagtaatt 
ggctcaaagc 
aagattgttg 
gaaggggcaa 
gcccatttag 
tccacttcag 
cacagggatg 
cagattcttg 
aagaagtcca 
cacacttcgc 
acaggttggc 
tgtcccctct 
gtgggttatg 
tgaacaggaa 



tccaaattct 
ct taccagca 
ttcctggatg 
cccgaagaac 
cctgagtact 
cgccagggcc 
accctgctcc 
gcagtctcat 
aaaatggcta 
atgcaggtgt 
actatgtggt 
ccgtctgcgt 
tgcagtatga 
gaacctttaa 
cccacataaa 
ccctgaaaaa 
agactatcat 
acttcctgca 
caacagaccc 
ctccaaaagt 
agccgcagtg 
acaccagaac 
cccaaaggcc 
atcttattgc 
ggctacctta 



gcgaagagac 
ttgatgcatc 
atggccatgg 
tcccaggaca 
ccgtgtgtcc 
agat99tctg 
cagaaacaac 
gccctgccca 
tcagcctgat 
cctgccagcg 
attttctcca 
ccgggggaag 
caagtgcgga 
taagaaaagt 
agttcgacag 
gaaaaacggt 
tgacatcaat 
tggcatgggc 
cactaaacca 
aaactccgtc 
ggtcacgggc 
ggtgcagtgc 
ttctgcgttt 
acaaaagata 
acgcacagaa 



40 



<210> 4 
<211> 2848 
<212> DNA 

<213> Homo sapiens ADAMTS-6 



ctttggttcc 
taagccctgg 
taactgtttg 
gacctacgat 
cggcanggat 
tctgaccaag 
ggacgctact 
cccaatggta 
gcaaaaggag 
gatgtgtgca 
aaggtgaccg 
tgtgtgagaa 
gtatgtggag 
aagggttaca 
ttcaaagcca 
gagtacctta 
ggaacagtca 
tactctgcca 
ttagatgtcc 
actagtcatg 
ccatggctcg 
caggatggaa 
aagcaatgct 
ctggaggatt 
agtcatgctt 



60 

120 

180 

240 

300 

360 

420 

480 

540 

600 

660 

720 

780 

840 

900 

960 

1020 

1080 

1140 

1200 

1260 

1320 

1380 

1440 

1500 

1520 



<220> 
<221> CDS 
<222> (22) 



(2601) 



45 <220> 

<221> misc_feature 
<222> (1369) . . (1371) 



<400> 4 

50 aatcatccag ttttctaaat t atg gaa att ttg tgg aag acg ttg acc tgg 

Met Glu lie Leu Trp Lys Thr Leu Thr Trp 
15 10 



51 



act ttg age etc ate atg get tea teg gaa ttt cat agt gac cac agg 99 
55 He Leu Ser Leu He Met Ala Ser Ser Glu Phe His Ser Asp His Arg 

15 20 25 



ctt tea tac agt tct eaa gag gaa ttc ctg act tat ctt gaa cac tac 
Leu Ser Tyr Ser Ser Gin Glu Glu Phe Leu Thr Tyr Leu Glu His Tyr 
60 30 35 40 



147 



65 



cag eta act att eca ata agg gtt gat caa aat gga gca ttt etc age 195 
Gin Leu Thr He Pro He Arg Val Asp Gin Asn Gly Ala Phe Leu Ser 
45 50 55 

ttt act. gtg aaa aat gat aaa eae tea agg aga aga egg agt atg gac 243 
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Phe Thr Val Lys Asn Asp Lys His Ser Arg Arg Arg Arg Ser Met Asp 

60 65 70 

r 

cct att gat cca cag cag gca gta tct aag tta ttt ttt aaa ctt tea 

5 Pro lie Asp Pro Gin Gin Ala Val Ser Lys Leu Phe Phe Lys Leu Ser' 

75 80 85 90 

gcc tat ggc aag cac ttt cat eta aac ttg act etc aac aea gat ttt 
Ala Tyr Gly Lys His Phe His Leu Asn Leu Thr Leu Asn Thr Asp Phe 
10 .95 100 105 



35 



ggc cgc aaa gac att gaa cat tac att ttg agt gtg atg aat att gtt 

Gly Arg Lys Asp lie Glu His Tyr lie Leu Ser Val Met Asn lie Val 

270 275 280 

55 

gcc aaa ctt tac cgt gat tec age eta gga aac gtt gtg aat att ata 

Ala Lys Leu Tyr Arg Asp Ser Ser Leu Gly Asn Val Val Asn lie lie 

285 290 295 

60 gtg gcc cgc tta att gtt etc aea gaa gat cag cca aac ttg gag ata 
Val Ala Arg Leu lie Val Leu Thr Glu Asp Gin Pro Asn Leu Glu lie 
300 305 .310 

aac cac cat gca gac aag tec etc gat age ttc tgt aaa tgg cag aaa 
65 Asn His His Ala Asp Lys Ser Leu Asp Ser Phe Cys Lys Trp Gin Lys 
315 320 325 330 



291 



339 



gtg tec aaa eat ttt aea gta gaa tat tgg ggg aaa gat gga eee cag 387 

Val Ser Lys His Phe Thr Val Glu Tyr Trp Gly Lys Asp Gly Pro Gin 
110 115 120 

15 

tgg aaa cat gat ttt tta gac aac tgt eat tac aea gga tat ttg caa 435 

Trp Lys His Asp Phe Leu Asp Asn Cys His Tyr Thr Gly Tyr Leu Gin 
125 130 135 

20 gat caa cgt agt aea act aaa gtg get tta age aac tgt gtt ggg ttg 483 
Asp Gin Arg Ser Thr Thr Lys Val Ala Leu Ser Asn Cys Val Gly Leu 
140 145 150 

cat ggt gtt att get aea gaa gat gaa gag tat ttt ate gaa cct tta 531 
25 His Gly Val lie Aia Thr Glu Asp Glu Glu Tyr Phe lie Glu Pro Leu 
155 160 165 170 

aag aat ace aea gag gat tec aag cat ttt agt tat gaa aat ggc cae 
Lys Asn Thr Thr Glu Asp Ser Lys His Phe Ser Tyr Glu Asn Gly His 
30 175 180 185 



579 



cct cat gtt att tac aaa aag tct gcc ctt caa caa cga cat ctg tat 627 
Pro His Val lie Tyr Lys Lys Ser Ala Leu Gin Gin Arg His Leu Tyr 
190 195 200 

gat cac tct cat tgt ggg gtt teg gat ttc aca aga agt ggc aaa cct 675 
Asp His Ser His Cys Gly Val Ser Asp Phe Thr Arg Ser Gly Lys Pro 
205 210 215 

40 tgg tgg ctg aat gac act cca ctg ttt ctt att cae tac caa att aac 723 
Trp Trp Leu Asn Asp Thr Pro Leu Phe Leu lie His Tyr Gin lie Asn 
220 225 230 

aac aca cat ate cac cac aga cag aag aga tea gtg age att gaa egg 771 
45 Asn Thr His He His His Arg Gin Lys Arg Ser Val Ser He Glu Arg 
235 240 245 250 

ttt gtg gag aea ttg gta gtg gca gac aaa atg atg gtg ggc tac cat 819 
Phe Val Glu Thr Leu Val Val Ala Asp Lys Met Met Val Gly Tyr His 
50 255 260 265 



867 



915 



963 



1011 
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tec att etc tec cac caa agt gat gga aac acc att eca gaa aat ggg 1059 

Ser lie Leu Ser His Gin Ser Asp Gly Asn Thr lie Pro Glu Asn Gly 
335 340 345 

5 

att gee cac cac gat aat gea gtt ctt att act aga tat gat ate tgc 1107 

lie Ala His His Asp Asn Ala Val Leu lie Thr Arg Tyr Asp lie Cys 
350 355 360 

10 act tat aaa aat aag ccc tgt gga aca ctg ggc ttg gcc tct gtg get 1155 

Thr Tyr Lys Asn Lys Pro Cys Gly Thr Leu Gly Leu Ala Ser Val Ala 
365 370 375 

gga atg tgt gag cct gaa agg age tgc age att aat gaa gac att ggc 1203 

15 Gly Met Cys Glu Pro Glu Arg Ser Cys Ser lie Asn Glu Asp lie Gly 

380 385 390 

ctg ggt tea get ttt ace att gea eat gag att gtt cac aat ttt ggt 1251 

Leu Gly Ser Ala Phe Thr He Ala His Glu He Val His Asn Phe Gly 
20 395 400 405 410 

atg aac cat gat gga att gga aat tct tgt gga cga aag gtc atg aag 1299 

Met Asn His Asp Gly He Gly Asn Ser Cys Gly Arg Lys Val Met Lys 
415 420 425 

25 

cag eaa aat tat ggc age tea cat tac tgc gaa tac caa tec ttt ttc 1347 

Gin Gin Asn Tyr Gly Ser Ser His Tyr Cys Glu Tyr Gin Ser Phe Phe 
430 435 440 

30 ctg gtc tgc ttg cag teg aga nta cat cac cag ctt ttt aga gaa gtg 1395 

Leu Val Cys Leu Gin Ser Arg Xaa His His Gin Leu Phe Arg Glu Val 
445 450 455 

tgt aga gag etc tgg tgt etc age aaa age aac ege tgt gtc acc aac 1443 

35 Cys Arg Glu Leu Trp Cys Leu Ser Lys Ser Asn Arg Cys Val Thr Asn 

460 465 470 

agt att cca gea get gag ggg aca ctg tgt eaa act ggg aat att gaa 1491 

Ser He Pro Ala Ala Glu Gly Thr Leu Cys Gin Thr Gly Asn He Glu 
40 475 480 485 490 

aaa ggg tgg tgt tat cag gga gat tgt gtt cct ttt ggc act tgg ccc 1539 

Lys Gly Trp Cys Tyr Gin Gly Asp Cys Val Pro Phe Gly Thr Trp Pro 
495 500 505 

45 

cag age ata gat ggg ggc tgg ggt ccc tgg tea eta tgg gga gag tgc 1587 

Gin Ser He Asp Gly Gly Trp Gly Pro Trp Ser Leu Trp Gly Glu Cys 
510 515 520 

50 age agg acc tgc ggg gga ggc gtn tec tea tec eta aga cac tgt gac 1635 

Ser Arg Thr Cys Gly Gly Gly Val Ser Ser Ser Leu Arg His Cys Asp 
525 530 535 

agt cca gea cct teg gag gtg gaa aaa tat tgc ctt ggg gaa agg aaa 1683 

55 Ser Pro Ala Pro Ser Glu Val Glu Lys Tyr Cys Leu Gly Glu Arg Lys 

540 545 550 

egg tat ege tec tgt aac aca gat cca tgc cct ttg ggt tec cga gat 1731 

Arg Tyr Arg Ser Cys Asn Thr Asp Pro Cys Pro Leu Gly Ser Arg Asp 
60 555 560 565 570 

ttt cga gag aaa cag tgt gea gac ttt gac aat atg cct ttc cga gga 1779 

Phe Arg Glu Lys Gin Cys Ala Asp Phe Asp Asn Met Pro Phe Arg Gly 
575 580 585 

65 

aag tat tat aac tgg aaa ccc tat act gga ggt ggg gta aaa cct tgt 1827 
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Lys Tyr Tyr Asn Trp Lys Pro Tyr Thr Gly Gly Gly Val Lys Pro Cys 
590 595 600 

gca tta aac tgc ttg get gaa ggt tat aat ttc tac act gaa cgt get . 1875 

5 Ala Leu Asn Cys Leu Ala Glu Gly Tyr Asn Phe Tyr Thr Glu Arg Ala. 
605 610 615 



cet geg gtg ate gat ggg aec cag tgc aat gcg gat tea etg gat ate 
Pro Ala Val He Asp Gly Thr Gin Cys Asn Ala Asp Ser Leu Asp He 
10 620 625 630 



4 0 gaa eca gaa tec ttg gaa get eta ggt ect aec tea gaa aat etc ate 
Glu Pro Glu Ser Leu Glu Ala Leu Gly Pro Thr Ser Glu Asn Leu He 
750 755 760 



aac att tct agg ttt get tea age tgt aat tta gca aaa gaa act ttg 
65 Asn He Ser Arg Phe Ala Ser Ser Cys Asn Leu Ala Lys Glu Thr Leu 
845 850 855 



1923 



1971 



2115 



tgc ate aat gga gaa tgc aag cae gta ggc tgt gat aat att ttg gga 
Cys He Asn Gly Glu Cys Lys His Val Gly Cys Asp Asn He Leu Gly 
635 640 645 650 

15 

tct gat get agg gaa gat aga tgt cga gtc tgt gga ggg ggc gga age 2019 
Ser Asp Ala Arg Giu Asp Arg Cys Arg Val Cys Gly Gly Gly Gly Ser 
655 660 665 

20 aca tgt gat gee att gaa ggg ttc ttc aat gat tea etg cec agg gga 2067 
Thr Cys Asp Ala He Glu Gly Phe Phe Asn Asp Ser Leu Pro Arg Gly 
670 675 680 

ggc tac atg gaa gtg gtg cag ata cca aga ggc tct gtt cac att gaa 
25 Gly Tyr Met Glu Val Val Gin He Pro Arg Gly Ser Val His He Glu 
685 690 695 

gtt aga gaa gtt gcc atg tea aag aac tat att get tta aaa tct gaa 2163 
Val Arg Glu Val Ala Met Ser Lys Asn Tyr He Ala Leu Lys Ser Glu 
30 700 705 710 

gga gat gat tac tat att aat ggt gee tgg act att gae tgg ect agg 2211 

Gly Asp Asp Tyr Tyr He Asn Gly Ala Trp Thr He Asp Trp Pro Arg 

715 720 725 730 

35 

aaa ttt gat gtt get ggg aca get ttt cat tac aag aga eca act gat 

Lys Phe Asp Val Ala Gly Thr Ala Phe His Tyr Lys Arg Pro Thr Asp 

735 740 745 



2259 



2307 



gtc atg gtt etg ett caa gaa cag aat ttg gga att agg tat aag ttc 2355 
45 Val Met Val Leu Leu Gin Glu Gin Asn Leu Gly He Arg Tyr Lys Phe 
765 770 775 

aat gtt cec ate act cga act ggc agt gga gat aat gaa gtt ggc ttt 2403 
Asn Val Pro He Thr Arg Thr Gly Ser Gly Asp Asn Glu Val Gly Phe 
50 780 785 790 

aca tgg aat cat cag cet tgg tea gaa tgc tea get act tgt get gga 2451 

Thr Trp Asn His Gin Pro Trp Ser Glu Cys Ser Ala Thr Cys Ala Gly 

795 800 805 810 

55 

ggt aag atg cec act agg cag cec aec cag agg gca aga tgg aga aca 2499 

Gly Lys Met Pro Thr Arg Gin Pro Thr Gin Arg Ala Arg . Trp Arg Thr 
815 820 825 

60 aaa cac att etg age tat get ttg tgt ttg tta aaa aag eta att gga 2547 
Lys His He Leu Ser Tyr Ala Leu Cys Leu Leu Lys Lys Leu He Gly 
830 835 840 



2595 
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ctt taa ttatattata ttccatttgt tttcaacctc atgtaatttg tgcagatttg 2651 
Leu 

860 

5 

ttggtaaaat acatcttggc acaatgagtg tctctgctgg tgcttctccc aagactatcc 2711 
tgaaggtggg ctgtttgcct ttcgtgaaca cattcttggt aaagaacatc aaaagtttta 2771 
10 aaaaagaaaa tgagcaagaa tcagacatca cagatgcaac ttcttgtaat gggagatgag 2831 
gagaatgtac ggctgtg 2848 



15 


<210> 5 




























<211> 859 


























<212> PRT 


























<213> Homo i 


sapiens ADAMTS-6 
















20 


<400> 5 




























Met 


Glu 


He 


Leu 


Trp 


Lys 


inr 


Leu 


Thr 


Trp 


He 


Leu Ser 


Leu 


He Met 




1 


















10 








15 




Ala 


Ser 


Ser 


ox u 


tr i Its 


a 

nxs 


Ser 


Asp 


His 


Arg 


Leu 


Ser Tyr 


Ser 


Ser Gin 




















25 








30 




25 


Glu 


Glu 


Phe 




Thr 


Tyr 


Leu 


Glu 


His 


Tyr 


Gin 


Leu Thr 


He 


Pro He 








35 










40 








45 








Arg 


Val 


Asp 


m PI 


Asn 


\3xy 




Phe 


Leu 


Ser 


Phe 


Thr Val 


Lys 


Asn Asp 






50 




















60 




Lys 


His 


Ser 


Arg 


Arg 


Arg 


Arg 


Ser 


Met 


Asp 


Pro 


He Asp 


Pro 


Gin Gin 


30 


65 










/ u 










75 




80 




Ala 


Val 


Ser 


Lys 


Lgu 


f ne 


irne 


Lys 


Leu 


Ser 


Ala 


Tyr Gly Lys 


His Phe 












O D 










90 








95 




His 


Leu 


Asn 


T.011 


X IIX 


Leu 


Asn 


Thr 


Asp 


Phe 


Val 


Ser Lys 


His 


Phe Thr 










1 nn 
xu u 










105 








110 




35 


Val 


Glu 


Tyr 


Trp 


\jX y 


Lys 


Asp 


Gly 


Pro 


Gin 


Trp 


Lys His 


Asp 


Phe Leu 








115 










120 








125 








Asp 


Asn 


Cys 


riA. o 


Tyr 


1 nx 


Vjxy 


Tyr 


Leu 


Gin 


Asp 


Gin Arg 


Ser 


Thr Thr 






130 










X J 3 










14 0 








Lys 


Val 


Ala 


Leu 


Ser 


Asn 


Cys 


Val 


Gly 


Leu 


His 


Gly Val 


He 


Ala Thr 


40 


145 










150 










155 




160 




Glu 


Asp Glu 


Glu 


Tyr 


Phe 


He 


Glu 


Pro 


Leu 


Lys 


Asn Thr 


Thr 


Glu Asp 












165 










170 








175 




Ser 


Lys 


His 


Phe 


Ser 


Tyr 


Glu 


Asn 


Gly 


His 


Pro 


His Val 


He 


Tyr Lys 










180 










185 








190 


45 


Lys 


Ser 


Ala 


Leu 


Gin 


Gin 


Arg 


His 


Leu 


Tyr 


Asp 


His Ser 


His 


Cys Gly 








195 










200 








205 






Val 


Ser Asp 


Phe 


Thr 


Arg 


Ser 


Gly 


Lys 


Pro 


Trp 


Trp Leu 


Asn 


Asp Thr 






210 










215 










220 






Pro 


Leu 


Phe 


Leu 


He 


His 


Tyr 


Gin 


He 


Asn 


Asn 


Thr His 


He 


His His 


50 


225 










230 










235 






240 




Arg 


Gin 


Lys 


Arg 


Ser 


Val 


Ser 


He 


Glu 


Arg 


Phe 


Val Glu 


Thr 


Leu Val 












245 










250 








255 




Val 


Ala Asp 


Lys 


Met 


Met 


Val 


Gly 


Tyr 


His 


Gly Arg Lys Asp He Glu 










260 










265 








270 




55 


His 


Tyr 


He 


Leu 


Ser 


Val 


Met 


Asn 


He 


Val 


Ala 


Lys Leu 


Tyr Arg Asp 








275 










280 








285 








Ser 


Ser 


Leu 


Gly 


Asn 


val 


Val 


Asn 


He 


He 


Val 


Ala Arg 


Leu 


He Val 






290 










295 










300 








Leu 


Thr 


Glu 


Asp 


Gin 


Pro 


Asn 


Leu 


Glu 


He 


Asn 


His His 


Ala 


Asp Lys 


60 


305 










310 










315 






320 




Ser 


Leu Asp 


Ser 


Phe 


Cys 


Lys 


Trp 


Gin 


Lys 


Ser 


He Leu 


Ser 


His Gin 












325 










330 








335 




Ser 


Asp Gly 


Asn 


Thr 


He 


Pro 


Glu 


Asn 


Gly 


He 


Ala His 


His 


Asp Asn 










340 










345 








350 


65 


Ala 


Val 


Leu 


He 


Thr 


Arg 


Tyr 


Asp 


He 


Cys 


Thr Tyr Lys 


Asn 


Lys Pro 








355 










360 








365 
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Th -r 


Leu 


vsx y 


Leu 


Ala 


Ser 


Val 
























Cys 


OCX 


X X c 


Asn 


Glu 


Asp 


lie 




"i ft c: 
Job 








ion 

J 1? u 








c 




nxo 


vsxu 


X X c 


vox 


Hi s 


Asn 


Phe 










^ n c 
^ U J 












wixy Avon 


ser 


Cys 


wxy 




Lys 


Val 


Met 








4 










A "5 Q 
4^3 




Oct nxa 


Tyr 


Cys 


ox Wl 


lyr 


Gin 


Ser 


Phe 


xu 




it o c 


















nx o 


nx s 




Leu 


J. lie 


Arg 


oxu 




450 










A C C 
4 3 3 










Lys 


OCX 


Asn 


Axrg 


Cys 


Val 


Thr 




4 6 5 








4 /U 








±D 




Leu 


Cys 


Vjxn 


1 ilx 


Vjxy 


Aon 


Tip 
X X c 










>l Q c 

4 o5 












uxy Msp 


Cys 


\7a1 


Pro 


IrXlc 


uxy 


X SIX 


Trp 








500 










cn ^ 

3U3 




Tirp Gly 


Pro 


Trp 


sex 




Trp 


Gly 


Glu 






515 










3 ^ U 






vax 


OCX 


Cor" 
sex 


ocx 


Leu 


Arg 


His 


uys* 




c ^ n 
5 J 0 










Q 1 ^ 

3 J 3 








VclX V7XU 


Lys 


Tyr 


Cys 


Leu 


OX y 


Glu 


Axg 












9 3 V 










ThiT Asp 


pro 


^-ys 


Pro 


Leu 


Glv 
oxy 


Ser 


AX^ 










c c c 
. 505 
















Asp 


Asn 


Met 


Pro 


Phe 


/\xy 








C O A 

5 U U 










c; ft 
3 0 3 






i nx 




vj X y 


vjx y 


Va 1 

V Cl X 


Lys 


Pro 


J u 




C Q C 










o u u 








Tyr 


Asn 




Tyr 


Th y 

X liX 


Glu 


Arg 














O X 3 










Cys 


Asn 


nXd 


Asp 


Ser 




Asp 




625 








o J U 










Lys Hxs 


V cix 


wxy 


Cys 


Asp 


sn 


lie 


Leu 










o45 












i-.y5 


Ar^ 


VoX 


Cys 


oxy 


OX y 


ox y 


ox y 








660 










£ c c 
o b 5 




Gly Pne 


Pne 


TV am 

Asn 


Asp 


Ser 


Leu 


Pro 


Arg 


40 




675 










ooO 








Pro 


Arg 


v>xy 


Ser 


vax 


fix s 


Tip 
X xc 




690 










f o c 
o95 








Ssr* Lys 


Asn 


Tyr 


Tie 

X xe 


a1 a 
AX a 


Leu 


Lys 


OCX 




705 








Tift 

/ XU 








^ D 


Asn vjxy 


AX a 


Trp 


i nx 


X X c 


Asp 


TT-r» 

irp 


pro 










5 












TV«>> &1 a 

inir J\±B. 


pne 


tin e 

nxS 


Tyr 


Lys 


Arg 


Pro 


X nx^ 








/4 U 










/ fft 3 




AX 3 Xj6U 


vjxy 


Pro 


X liXT 


Ser 


oxu 


Asn 


Leu 


t ft 




*9 C C 

/55 










/ o u 








Asn 


T ait 
LicU 


oxy 


X Xc 


Arg 


Tyr 


xjy o 




770 










/ /5 








Thr Gly 


Ser 


Gly 


Asp 


Asn 


Glu 


val 


Gly 




785 








790 








55 


Trp Ser 


Glu 


Cys 


Ser 


Ala 


Thr 


Cys 


Ala 










805 












Gin Pro 


Thr 


Gin 


Arg 


Ala 


Arg 


Trp 


Arg 








820 










825 




Ala Leu 


Cys 


Leu 


Leu 


Lys 


Lys 


Leu 


He 


60 




835 










840 






Ser Ser 


Cys 


Asn 


Leu 


Ala 


Lys 


Glu 


Thr 




850 










855 







65 

<210> 6 
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Ala 


Glv 


Met 


Cvs 

^y s 


Glu 


Pro 


Glu 






3 80 










ox y 


Leu 


Glv 

oxy 


Ser 


Ala 


Phe 


Thr 




3 95 










4 00 


Glv 
oxy 


Met 


Asn 


His 


Asp 


Glv 

\j-i.y 


He 


X u 










415 




Lys 


Gin 


Gin 


Asn 


Tvr 
X y X 


Glv 
oxy 


Ser 










4 O 
*> J w 






Phe 


Leu 


Val 


Cvs 


Leu 


Gin 


Ser 
















Val 
Vox 


cys 


Arg 


rti 11 

ox u 


L6U 


Trp 


cys 






H O V 










Asn 


Ser 


He 


Pro 


Ala 


Ala 


Glu 




A 7 
4/3 










A Q ft 
4 OU 


Glu 


Lys 


Glv 
oxy 


X 


Cys 


xyx 


Gin 


A on 










4 73 




irXO 


Gin 


ocx 


Tie 

X X c 


Asp 


Gly 


oxy 










3XU 






t-ys 


ocx 


Arg 


Th-r 

X XIX 


*-ys 


f3l V 
oxy 


nl V 
oxy 








3^3 








Asp 


Ser 


Pro 


Ala 


Pro 


Ser 


Glu 






^ A ft 
34 U 










Lys 


Axy 


Tvr 
X yx 


/\xy 


Ser 


Cvs 
\.y & 


Asn 




3 3 3 










560 


Asp 


Phe 


Ara 


Glu 


Lys 


Gin 


Cvs 

^y s 


3 / U 










^ 7*^ 

3 ' 3 




Gly 


Lys 


Tvr 
xyx 


lyx 


Asn 


X tp 


Lys 










3 7 U 








Ala 


Leu 


Asn 


Cys 


Leu 


Ala 








O U 3 








ai a 


Pro 


/\x d 


Val 
V d X 


Tip 
X X c 


A Gt^ 


oxy 






<j "5 n 
D ^ u 










He 


v-y a 


He 


Asn 


Glv 
oj.y 


Glu 


Cys 




1 Q 
b o 3 










^ A ft 
D 4 U 


Gly 


Ser 


Asp 


Ala 


/\xy 


Glu 


Asp 


cars 
o 5 U 










ODD 




OCX 


Th T* 
X IlX 


Cys 


Asp 


Al a 


Tip 
X X c 


fii 11 
oxu 










C7ft 






oxy 


r2l vr 

oxy 


Tyr 


I*iC U 


f51 11 
OXU 


VaI 
vcix 


Val 
vdx 








£ a c 

0 0 3 








r'l 11 
oxu 


Val 


Arg 


oxu 


Val 

VCiX 


Ala 


ImC u 






T rt ft 










fl'\ 11 
oXU 


rtl v 
oxy 


Asp 


Asp 


Tyr 


Tyr 


Tip 
X X c 




71 c; 

/ X 3 










79n 

/ ^ u 


AT"a 
.ttxy 


Lys 


Phe 


Asp 


Val 


Ala 


Glv 
oxy 












7*^ <^ 
/ 3 3 




Asp 


oxu 


Jr X o 


Glu 


Ser 


Leu 


Glu 










7Qft 
/ 3 U 






He 


Val 


Met 


Val 


Leu 


Leu 


Gin 








765 








Phe 


Asn 


Val 


Pro 


He 


Thr 


Arg 






780 










Phe 


Thr 


Trp 


Asn 


His 


Gin 


Pro 




795 










800 


Gly 


Gly 


Lys 


Met 


Pro 


Thr 


Arg 


810 










815 




Thr 


Lys 


His 


He 


Leu 


Ser 


Tyr 










830 






Gly 


Asn 


He 


Ser 


Arg 


Phe 


Ala 



845 



Leu Leu 



8NSCXDCID: <WO. 



► 0111074A2_L> 



wo 01/11074 



13 



PCT/lJSOO/21223 



<211> 3218 
<212> DNA 

<213> Homo sapiens ADAMTS-7 

5 <220> 

<221> CDS 

<222> (13) . . (3003) 
«40C> 6 

10 ccggttcctg cc atg ccc ggc ggc ccc agt ccc cgc age ccc gcg cct ttg 51 
Met Pro Gly Gly Pro Ser Pro Arg Ser Pro Ala Pro Leu 
15 10 

ctg cgc ccc etc etc ctg etc etc tgc get ctg get eec ggc gee ccc 99 
15 Leu Arg Pro Leu Leu Leu Leu Leu Cys Ala Leu Ala Pro Gly Ala Pro 
15 ^ 20 25 

gga eec gca cca gga cgt gca ace gag ggc egg gcg gca ctg gac ate 147 
Gly Pro Ala Pro Gly Arg Ala Thr Glu Gly Arg Ala Ala Leu Asp He 
20 30 35 40 45 

gtg cac ccg gtt cga gtc gac gcg ggg ggc tec ttc ctg tec tac gag 195 

Val His Pro Val Arg Val Asp Ala Gly Gly Ser Phe Leu Ser Tyr Glu 

50 55 60 

25 

ctg tgg ccc cgc gca ctg cgc aag egg gat gta tet gtg cgc cga gac 24 3 

Leu Trp Pro Arg Ala Leu Arg Lys Arg Asp Val Ser Val Arg Arg Asp 

65 70 75 

3 0 gcg ccc gee ttc tac gag eta caa tac cgc ggg cgc gag ctg ege ttc 291 
Ala Pro Ala Phe Tyr Glu Leu Gin Tyr Arg Gly Arg Glu Leu Arg Phe 
80 85 90 

aac ctg ace gee aat eag eae ctg ctg gcg eec ggc ttt gtg age gag 339 
35 Asn Leu Thr Ala Asn Gin His Leu Leu Ala Pro Gly Phe Val Ser Glu 
95 100 105 

acg egg egg cgc ggc ggc ctg ggc cgc gcg cac ate egg gcc cac ace 387 
Thr Arg Arg Arg Gly Gly Leu Gly Arg Ala His He Arg Ala His Thr 
40 110 115 120 . 125 

ccg gcc tgc cac ctg ctt ggc gag gtg eag gac ect gag etc gag ggt 435 
Pro Ala Cys His Leu Leu Gly Glu Val Gin Asp Pro Glu Leu Glu Gly 
130 135 140 

45 

ggc ctg gcg gcc ate age gcc tgc gac ggc ctg aaa ggt gcg ttc eag 483 
Gly Leu Ala Ala He Ser Ala Cys Asp Gly Leu Lys Gly Val Phe Gin 
145 150 155 

50 etc tec aac gag gac tac ttc att gag ccc ctg gac agt gcc ccg gcc 531 
Leu Ser Asn Glu Asp Tyr Phe He Glu Pro Leu Asp Ser Ala Pro Ala 
160 165 170 

egg ect ggc cac gee eag ccc cat gtg gtg tac aag cgt cag gcc ccg 579 
55 Arg Pro Gly His Ala Gin Pro His Val Val Tyr Lys Arg Gin Ala Pro 
175 180 185 

gag agg ctg gca cag egg ggt gat tec agt get cca age ace tgt gga 627 
Glu Arg Leu Ala Gin Arg Gly Asp Ser Ser Ala Pro Ser Thr Cys Gly 
60 190 195 200 205 

gtg caa gtg tac cca gag ctg gag tet cga egg gag cgt tgg gag cag 675 
Val Gin Val Tyr Pro Glu Leu Glu Ser Arg Arg Glu Arg Trp Glu Gin 
210 215 220 

65 

egg cag cag tgg egg egg cca egg ctg agg cgt eta cac cag egg teg 723 
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Arg Gin Gin Trp Arg Arg Pro Arg Leu Arg Arg Leu His Gin Arg Ser 
225 230 235 

gtc age aaa gag aag egg tgt gag acc ctg gta gta get gat gee aaa 

5 val Ser Lys Glu Lys Trp Cys Glu Thr Leu Val Val Ala Asp Ala Lys" 

240 245 250 



tae ggg gee tac tct gee tte tge gag gac atg gat aat gtc tgc eac 
65 Tyr Gly Ala Tyr Ser Ala Phe Cys Glu Asp Met Asp Asn Val Cys His 
480 485 490 



771 



1011 



1059 



atg gtg gag tac cac gga cag ccg cag gtt gag age tat gtg ctg acc 819 
Met Val Glu Tyr His Gly Gin Pro Gin Val Glu Ser Tyr Val Leu Thr 
10 255 260 .265 

ate atg aac atg gtg get ggc ctg ttt cat gac ccc age att ggg aac 867 
He Met Asn Met Val Ala Gly Leu Phe His Asp Pro Ser He Gly Asn 
270 275 280 285 

15 

cce ate cae ate aec att gtg cge ctg gtc ctg ctg gaa gat gag gag 915 
Pro He His He Thr He Val Arg Leu Val Leu Leu Glu Asp Glu Glu 
290 295 300 

20 gag gac eta aag ate aeg eac eat gca gac aac aec ctg aag age tte 963 
Glu Asp Leu Lys He Thr His His Ala Asp Asn Thr Leu Lys Ser Phe 
305 310 315 

tgc aag tgg cag aaa age ate aac atg aag ggg gat gee cat ccc ctg 
25 Cys Lys Trp Gin Lys Ser He Asn Met Lys Gly Asp Ala His Pro Leu 
320 325 330 

cac cat gac act gee ate ctg etc acc aga aag gac ctg tgt gca gee 
His His Asp Thr Ala He Leu Leu Thr Arg Lys Asp Leu Cys Ala Ala 
30 335 340 345 

atg aac egg ccc tgt gag acc ctg gga ctg tec cat gtg gcg ggc atg 1107 

Met Asn Arg Pro Cys Glu Thr Leu Gly Leu Ser His Val Ala Gly Met 
350 355 360 365 

35 

tgc cag ccg cac cge age tgc age ate aac gag gac acg ggc ctg ccg 1155 

Cys Gin Pro His Arg Ser Cys Ser He Asn Glu Asp Thr Gly Leu Pro 

370 375 380 

4 0 ctg gee tte act gta gee cac gag etc ggg cac agt ttt ggc att cag 1203 
Leu Ala Phe Thr Val Ala His Glu Leu Gly His Ser Phe Gly He Gin 
385 390 395 

eat gac gga age ggc aat gac tgt gag ccc gtt ggg aaa ega cct tte 1251 
4 5 His Asp Gly Ser Gly Asn Asp Cys Glu Pro Val Gly Lys Arg Pro Phe 
400 405 410 

ate atg tct cea cag etc ctg tac gac gee get ccc etc acc tgg tec 1299 
He Met Ser Pro Gin Leii Leu Tyr Asp Ala Ala Pro Leu Thr Trp Ser 
50 415 420 425 

cge tgc age cge cag tat ate acc agg tte ett gac cgt ggg tgg ggc 1347 

Arg Cys Ser Arg Gin Tyr He Thr Arg Phe Leu Asp Arg Gly Trp Gly 

430 435 440 445 

55 

Ctg tge ctg gac gac cct cct gee aag gac att ate gac tte ccc teg 

Leu Cys Leu Asp Asp Pro Pro Ala Lys Asp He He Asp Phe Pro Ser 

450 455 460 



1395 



60 gtg eca cct ggc gtc etc tat gat gta age cac cag tgc cge etc cag 1443 
' Val Pro Pro , Gly Val Leu Tyr Asp Val Ser His Gin Cys Arg Leu Gin. 
465 470 475 



1491 
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aca etc tgg tgc tct gtg ggg acc acc tgc cac tec aag etg gat gca 153 9 

Thr Leu Trp Cys Ser Val Gly Thr Thr Cys His Ser Lys Leu Asp Ala 

495 500 505 

5 

get gtg gac ggc acc egg tgt ggg gag aat aag tgg tgt etc agt ggg 1587 

Ala Val Asp Gly Thr Arg Cys Gly Glu Asn Lys Trp Cys Leu Ser Gly 

510 515 520 525 

10 gag tgc gta cec gtg ggc ttc egg ccc gag gee gtg gat ggt ggc tgg 163 5 
Glu Cys Val Pro Val Gly Phe Arg Pro Glu Ala Val Asp Gly Gly Trp 
530 535 540 

tct ggc tgg age gcc tgg tec ate tgc tea egg age tgt ggc atg ggc 1683 
15 Ser Gly Trp Ser Ala Trp Ser He Cys Ser Arg Ser Cys Gly Met Gly 
545 550 555 

gta cag age gee gag egg cag tgc aeg cag cet acg ccc aaa tac aaa 1731 
Val Gin Ser Ala Glu Arg Gin Cys Thr Gin Pro Thr Pro Lys Tyr Lys 
20 560 565 570 

ggc aga tac tgt gtg ggt gag egc aag cge ttc cgc etc tgc aac ctg 1779 

Gly Arg Tyr Cys Val Gly Glu Arg Lys Arg Phe Arg Leu Cys Asn Leu 

575 580 585 

25 

cag gee tgc cet get ggc cgc ccc tec ttc cgc cac gtc cag tgc age 1827 

Gin Ala Cys Pro Ala Gly Arg Pro Ser Phe Arg His Val Gin Cys Ser 

590 595 600 60S 

30 cac ttt gac get atg etc tac aag ggc cag ctg cac aca tgg gtg ccc 1875 
His Phe Asp Ala Met Leu Tyr Lys Gly Gin Leu His Thr Trp Val Pro 
610 615 620 

gtg gtc aat gac gtg aac ccc tgc gag etg cac tgc egg ccc gcg aat 1923 
35 Val Val Asn Asp Val Asn Pro Cys Glu Leu His Cys Arg Pro Ala Asn 
625 630 635 

gag tac ttt gcc aag aag ctg egg gac gcc tgt gtc gat ggc acc ccc 1971 
Glu Tyr Phe Ala Lys Lys Leu Arg Asp Ala Cys Val Asp Gly Thr Pro 
40 640 645 650 

tgc tac cag gtc cga gcc age egg gac etc tgc ate aac ggc ate tgt 2019 

Cys Tyr Gin Val Arg Ala Ser Arg Asp Leu Cys He Asn Gly He Cys 
655 660 665 

45 

aag aac gtg ggc tgt gac ttc gag att gac tec ggt get atg gag gac 2067 

Lys Asn Val Gly Cys Asp Phe Glu He Asp Ser Gly Ala Met Glu Asp 
670 675 680 685 

50 egc tgt ggt gtg tgc cac ggc aac ggc tec acc tgc cac acc gtg age 2115 
Arg Cys Gly Val Cys His Gly Asn Gly Ser Thr Cys His Thr Val Ser 
690 695 700 

ggg acc ttc gag gag gcc gag ggt etg ggg tat gtg gat gtg ggg etg 2163 
55 Gly Thr Phe Glu Glu Ala Glu Gly Leu Gly Tyr Val Asp Val Gly Leu 
705 710 715 

ate cea gcg ggc gca egc gag ate cge ate caa gag gtt gcc gag get 2211 
He Pro Ala Gly Ala Arg Glu He Arg He Gin Glu Val Ala Glu Ala 
60 720 725 730 

gee aac ttc ctg gca ctg egg age gag gac ccg gag aag tac ttc etc 2259 
Ala Asn Phe Leu Ala Leu Arg Ser Glu Asp Pro Glu Lys Tyr Phe Leu 
735 740 745 

65 

aat ggt ggc tgg acc ate cag tgg aac ggg gac tac cag gtg gca ggg 2307 
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Asn Gly Gly Trp Thr lie Gin Trp Asn Gly Asp Tyr Gin Val Ala Gly 
750 755 760 765 

acc acc ttc aca tac gca cgc agg ggc aac egg gag aac etc acg tec . 2355 
5 Thr Thr Phe Thr Tyr Ala Arg Arg Gly Asn Trp Glu Asn Leu Thr Ser . 

770 775 780 



ccg ggt ccc acc aag gag cct gtc tgg ate cag gtg cct gcc tec cgt 
Pro Gly Pro Thr Lys Glu Pro Val Trp He Gin Val Pro Ala Ser Arg 

10 785 790 795 



20 cct ggc tct gag cca ggc cct cct get gcg gee tet acc tea gtt tec 
Pro Gly Ser Glu Pro Gly Pro Pro Ala Ala Ala Ser Thr Ser Val Ser 
830 835 840 845 



tgg ggt caa get cct tta gga ctg ggt gga tgg aga aga cac ctt gtg 
Trp Gly Gin Ala Pro Leu Gly Leu Gly Gly Trp Arg Arg His Leu Val 
30 865 870 875 



ccc ace tgc agg ggc tta gtg tct gga cag gga cac tgg ctt cag etc 
Pro Thr Cys Arg Gly Leu Val Ser Gly Gin Gly His Trp Leu Gin Leu 
50 945 950 955 



2403 



2451 



ggc cca ggc ggg ggg age aga ggc gga gtc ccc agg ccc age ace etc 
Gly Pro Gly Gly Gly Ser Arg Gly Gly Val Pro Arg Pro Ser Thr Leu 
800 BOS 810 

15 

cat ggc agg tct cgt cct gga gga gtg age cct ggt tea gtc aca gag 24 99 
His Gly Arg Ser Arg Pro Gly Gly Val Ser Pro Gly Ser Val Thr Glu 
815 820 325 



2547 



cca tct tta aaa tgg ccc aat ctt gta get gca gtt cac aga ggt ggc 2595 
2 5 Pro Ser Leu Lys Trp Pro Asn Leu Val Ala Ala Val His Arg Gly Gly 
850 855 860 



2643 



2691 



etc atg ggc ccc cgc ctg ccc acc cag ctg ctg ttc cag gag age aac 

Leu Met Gly Pro Arg Leu Pro Thr Gin Leu Leu Phe Gin Glu Ser Asn 
880 885 890 

35 

cct ggg gtg cac tac gag tac ace ate cac agg gag gca ggt ggc cac 273 9 

Pro Gly Val His Tyr Glu Tyr Thr He His Arg Glu Ala Gly Gly His 

895 900 905 

4 0 gae gag gtc ccg ccg ccc gtg ttc tec tgg cat tat ggg ccc tgg ace 2787 

Asp Glu Val Pro Pro Pro Val Phe Ser Trp His Tyr Gly Pro Trp Thr 

910 915 920 925 

aag tgc aca gtc acc tgc ggc aga ggt gag aag tgg ggc agg cac age 2835 

45 Lys Cys Thr Val Thr Cys Gly Arg Gly Glu Lys Trp Gly Arg His Ser 
930 935 940 



2883 



cca get cac tgc tgg gee acc acg ggt ttg gaa gtt tgc ttc tct gag 2931 

Pro Ala His Cys Trp Ala Thr Thr Gly Leu Glu Val Cys Phe Ser Glu 

960 965 970 

55 

cct cag ttc tec ate tgt gag atg agg eta gcg att gcc ctg tgt ccc 2979 

Pro Gin Phe Ser He Cys Glu Met Arg Leu Ala He Ala Leu Cys Pro 

975 980 985 

60 agg ccc get ggg agg gta cat gga tgaggcaggt gggtgctggc tcgcggcgca 3033 
Arg Pro Ala Gly Arg Val His Gly 
990 995 

tgttcagtgt gctccagctc ttggcgttct eeetceaggg gacaeagctc cecetegata 3093 

65 

gaecagtcca gtggcccctc accacactga ettatttecc taaactattt ataaaaagta 3153 
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gggcaatttc attaactctg actcttacct gcccgggcgg ccgctcgagc cgagtaatca 3213 
ctagt 3218 

5 

<210> 7 

<211> 997 

<2i2> PRT 

10 <213> Homo sapiens ADAMTS-7 

<400> 7 

Met Pro Gly Gly Pro Ser Pro Arg Ser Pro Ala Pro Leu Leu Arg Pro 
15 10 15 

15 

Leu Leu Leu Leu Leu Cys Ala Leu Ala Pro Gly Ala Pro Gly Pro Ala 
20 25 30 

Pro Gly Arg Ala Thr Glu Gly Arg Ala Ala Leu Asp lie Val His Pro 
20 35 40 45 

Val Arg Val Asp Ala Gly Gly Ser Phe Leu Ser Tyr Glu Leu Trp Pro 
50 55 60 

25 Arg Ala Leu Arg Lys Arg Asp Val Ser Val Arg Arg Asp Ala Pro Ala 
65 70 75 80 

Phe Tyr Glu Leu Gin Tyr Arg Gly Arg Glu Leu Arg Phe Asn Leu Thr 
85 90 95 

30 

Ala Asn Gin His Leu Leu Ala Pro Gly Phe Val Ser Glu Thr Arg Arg 
100 105 110 

Arg Gly Gly Leu Gly Arg Ala His He Arg Ala His Thr Pro Ala Cys 
35 115 120 125 

His Leu Leu Gly Glu Val Gin Asp Pro Glu Leu Glu Gly Gly Leu Ala 
130 135 140 

40 Ala He Ser Ala Cys Asp Gly Leu Lys Gly Val Phe Gin Leu Ser Asn 
145 150 155 160 

Glu Asp Tyr Phe He Glu Pro Leu Asp Ser Ala Pro Ala Arg Pro Gly 
165 170 175 

45 

His Ala Gin Pro His Val Val Tyr Lys Arg Gin Ala Pro Glu Arg Leu 
180 185 190 

Ala Gin Arg Gly Asp Ser Ser Ala Pro Ser Thr Cys Gly Val Gin Val 
50 195 200 205 

Tyr Pro Glu Leu Glu Ser Arg Arg Glu Arg Trp Glu Gin Arg Gin Gin 
210 215 220 

55 Trp Arg Arg Pro Arg Leu Arg Arg Leu His Gin Arg Ser Val Ser Lys 
225 230 235 240 

Glu Lys Trp Cys Glu Thr Leu Val Val Ala Asp Ala Lys Met Val Glu 
245 250 255 

60 

Tyr His Gly Gin Pro Gin Val Glu Ser Tyr Val Leu Thr He Met Asn 
260 265 270 

Met Val Ala Gly Leu Phe His Asp Pro Ser He Gly Asn Pro He His 
65 275 280 285 



BNSDOCID: <WO Oil 1074A2J.> 



wo 01/11074 



18 



PCT/USOO/21223 



lie Thr lie Val Arg Leu Val Leu Leu Glu Asp Glu Glu Glu Asp Leu 
290 295 300 

Lys He Thr His His Ala Asp Asn Thr Leu Lys Ser Phe Cys Lys Trp 
5 305 310 315 320' 

Gin Lys Ser He Asn Met Lys Gly Asp Ala His Pro Leu His His Asp 
325 330 335 

10 Thr Ala He Leu Leu Thr Arg Lys Asp Leu Cys Ala Ala Met Asn Arg 
340 345 350 

Pro Cys Glu Thr Leu Gly Leu Ser His Val Ala Gly Met Cys Gin Pro 

355 360 365 

15 

His Arg Ser Cys Ser He Asn Glu Asp Thr Gly Leu Pro Leu Ala Phe 
370 375 380 

Thr Val Ala His Glu Leu Gly His Ser Phe Gly He Gin His Asp Gly 
20 385 390 395 400 

Ser Gly Asn Asp Cys Glu Pro Val Gly Lys Arg Pro Phe He Met Ser 
405 410 415 

2 5 Pro Gin Leu Leu Tyr Asp Ala Ala Pro Leu Thr Trp Ser Arg Cys Ser 
420 425 430 

Arg Gin Tyr He Thr Arg Phe Leu Asp Arg Gly Trp Gly Leu Cys Leu 
435 440 445 

30 

Asp Asp Pro Pro Ala Lys Asp He He Asp Phe Pro Ser Val Pro Pro 
450 455 460 

Gly Val Leu Tyr Asp Val Ser His Gin Cys Arg Leu Gin Tyr Gly Ala 
35 465 470 475 480 

Tyr Ser Ala Phe Cys Glu Asp Met Asp Asn Val Cys His Thr Leu Trp 
485 490 495 

4 0 Cys Ser Val Gly Thr Thr Cys His Ser Lys Leu Asp Ala Ala Val Asp 
500 505 510 

Gly Thr Arg Cys Gly Glu Asn Lys Trp Cys Leu Ser Gly Glu Cys Val 
515 520 525 

45 

Pro Val Gly Phe Arg Pro Glu Ala Val Asp Gly Gly Trp Ser Gly Trp 
530 535 540 

Ser Ala Trp Ser He Cys Ser Arg Ser Cys Gly Met Gly Val Gin Ser 
50 545 550 555 560 

Ala Glu Arg Gin Cys Thr Gin Pro Thr Pro Lys Tyr Lys Gly Arg Tyr 
565 570 575 

55 Cys Val Gly Glu Arg Lys Arg Phe Arg Leu Cys Asn Leu Gin Ala Cys 
580 585 590 

Pro Ala Gly Arg Pro Ser Phe Arg His Val Gin Cys Ser His Phe Asp 
595 600 605 

60 

Ala Met Leu Tyr Lys Gly Gin Leu His Thr Trp Val Pro Val Val Asn 
610 615 620 

Asp Val Asn Pro Cys Glu Leu His Cys Arg Pro Ala Asn Glu Tyr Phe 
65 625 630 635 640 
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Ala Lys Lys Leu Arg Asp Ala Cys Val Asp Gly Thr Pro Cys Tyr Gin 
645 650 655 

Val Arg Ala Ser Arg Asp Leu Cys lie Asn Gly lie Cys Lys Asn Val 
5 660 665 670 

Gly Cys Asp Phe Glu lie Asp Ser Gly Ala Met Glu Asp Arg Cys Gly 
675 680 685 

10 Val Cys His Gly Asn Gly Ser Thr Cys His Thr Val Ser Gly Thr Phe 
690 695 700 

Glu Glu Ala Glu Gly Leu Gly Tyr Val Asp Val Gly Leu lie Pro Ala 
705 710 715 720 

15 

Gly Ala Arg Glu lie Arg lie Gin Glu Val Ala Glu Ala Ala Asn Phe 
725 730 735 

Leu Ala Leu Arg Ser Glu Asp Pro Glu Lys Tyr Phe Leu Asn Gly Gly 
20 740 745 750 

Trp Thr lie Gin Trp Asn Gly Asp Tyr Gin Val Ala Gly Thr Thr Phe 
755 760 765 

25 Thr Tyr Ala Arg Arg Gly Asn Trp Glu Asn Leu Thr Ser Pro Gly Pro 

770 775 780 

Thr Lys Glu Pro Val Trp lie Gin Val Pro Ala Ser Arg Gly Pro Gly 
785 790 795 800 

30 

Gly Gly Ser Arg Gly Gly Val Pro Arg Pro Ser Thr Leu His Gly Arg 
805 810 815 

Ser Arg Pro Gly Gly Val Ser Pro Gly Ser Val Thr Glu Pro Gly Ser 
35 820 825 830 

Glu Prtf Gly Pro Pro Ala Ala Ala Ser Thr Ser Val Ser Pro Ser Leu 
835 840 845 

4 0 Lys Trp Pro Asn Leu Val Ala Ala Val His Arg Gly Gly Trp Gly Gin 
850 855 860 

Ala Pro Leu Gly Leu Gly Gly Trp Arg Arg His Leu Val Leu Met Gly 
865 870 875 880 

45 

Pro Arg Leu Pro Thr Gin Leu Leu Phe Gin Glu Ser Asn Pro Gly Val 
885 890 895 

His Tyr Glu Tyr Thr lie His Arg Glu Ala Gly Gly His Asp Glu Val 
50 900 905 910 

Pro Pro Pro Val Phe Ser Trp His Tyr Gly Pro Trp Thr Lys Cys Thr 
915 920 925 

55 Val Thr Cys Gly Arg Gly Glu Lys Trp Gly Arg His Ser Pro Thr Cys 
930 935 940 

Arg Gly Leu Val Ser Gly Gin Gly His Trp Leu Gin Leu Pro Ala His 
945 950 955 960 

60 

Cys Trp Ala Thr Thr Gly Leu Glu Val Cys Phe Ser Glu Pro Gin Phe 
965 970 975 

Ser lie Cys Glu Met Arg Leu Ala He Ala Leu Cys Pro Arg Pro Ala 
65 980 985 990 
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Gly Arg Val His Gly 
995 



5 

<210> 8 
<211> 3638 
<212> DNA 

<213> MUS musculus ADAMTS-8 

10 

<220> 
<221> CDS 

<222> (278) . . (2992) 
15 <400> 8 

tagggcgact gcacgggacg ccgcggagga cgcgcgctcg cggcccgggg cgccacgtgc 60 

tcgagtcccg ctaggttggc tggcgcagga ggagcgggct gcgcgatcca gaggggccgc 120 

20 cagggaccgc cgcgccacgt gccgctagcc gagtcggcct ccccatccga ttgatcattt 180 

ttcctggaca gagcgacccg gccgcctcgg gccaccagca cctgcccgcg cgcggcgatc 240 

ttcttccctc tcccgcgctc cgcagcactc tgccccc atg etc cgc gac ccc acc 295 
25 Met Leu Arg Asp Pro Thr 

1 5 

acc acc ggg tgg ccg ccc etc ctg ctg ctg eta ttg cag ctg ccg ccg 343 
Thr Thr Gly Trp Pro Pro Leu Leu Leu Leu Leu Leu Gin Leu Pro Pro 
30 10 15 20 . 

ccg oca etc gtc tgc gga gcc ccg gcg ggg ccg gga acc ggg gcg cag 391 
Pro Pro Leu Val Cys Gly Ala Pro Ala Gly Pro Gly Thr Gly Ala Gin 
25 30 35 

35 

gcc teg gag eta gtg gtg ccc acg egg ttg ece ggc age gcg age gag 439 
Ala Ser Glu Leu Val Val Pro Thr Arg Leu Pro Gly Ser Ala Ser Glu 
40 45 50 

40 etc gcc ttc cac ctg tec gcc ttc ggc cag ggc ttc gtg ctg ege ctg 487 
Leu Ala Phe His Leu Ser Ala Phe Gly Gin Gly Phe Val Leu Arg Leu 
55 60 65 70 



gcg cct gac gcc age ttc ctg gcg ccg gaa ttc aag ate gag ege etc 
45 Ala Pro Asp Ala Ser Phe Leu Ala Pro Glu Phe Lys He Glu Arg Leu 

75 80 85 



535 



ggg ggc teg age gcg gcg gee ggg ggc gag eeg gga ctg egt ggc tgc 583 
Gly Gly Ser Ser Ala Ala Ala Gly Gly Glu Pro Gly Leu Arg Gly Cys 
50 90 95 100 

ttc ttc tet ggc aca gtg aat gga gaa egg gag teg ctg geg gcg atg 631 

Phe Phe Ser Gly Thr Val Asn Gly Glu Arg Glu Ser Leu Ala Ala Met 
105 110 115 

55 

age tgt gtc gcg ggc tgg age ggc teg ttc ttg ctg gca ggc gag gag 679 

Ser Cys Val Ala Gly Trp Ser Gly Ser Phe Leu Leu Ala Gly Glu Glu 
120 125 130 

60 ttc acc ate cag cca cag ggc get ggg gac tec ctg gac cag cct cat 727 
Phe Thr He Gin Pro Gin Gly Ala Gly Asp Ser Leu Asp Gin Pro His 
135 140 145 150 

ege ctg eag ege tgg ggg ccg gga cag ege cgc gaa gac ccc ggg etc 775 
65 Arg Leu Gin Arg Trp Gly Pro Gly Gin Arg Arg Glu Asp Pro Gly Leu 
155 160 165 
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get gcc gcc gaa gtt ttc ccc etc cct eaa gga ctg gag tgg gag gtg 823 
Ala Ala Ala Glu Val Phe Pro Leu Pro Gin Gly Leu Glu Trp Glu Val 
170 175 180 

5 

gag atg ggt aat ggg cag gga cag gag aga agt gac aac gaa gag gac 871 
Glu Met Gly Asn Gly Gin Gly Gin Glu Arg Ser Asp Asn Glu Glu Asp 
185 190 195 

10 aag aag cag gac aag gag ggg ttg etc aaa gag aca gaa gac tec cgc 919 
Lys Lys Gin Asp Lys Glu Gly Leu Leu Lys Glu Thr Glu Asp Ser Arg 
200 205 210 

aaa gtg cea cea ccc ttc gga tec aaa act aga age aag agg ttt gtg 967 
15 Lys Val Pro Pro Pro Phe Gly Ser Lys Thr Arg Ser Lys Arg Phe Val 
215 220 225 230 

tec gag get ege tte gtg gaa aea ett ctg gtg get gat gcg tec atg 1015 
Ser Glu Ala Arg Phe Val Glu Thr Leu Leu Val Ala Asp Ala Ser Met 
20 235 240 245 

get gcc ttc tat ggg ace gac ctg cag aac cac ate etc acg gtg atg 1063 

Ala Ala Phe Tyr Gly Thr Asp Leu Gin Asn His lie Leu Thr Val Met 

250 255 260 

25 

tea atg gca gcc cga ate tac aag cac ecg age ate agg aac tec gte 1111 

Ser Met Ala Ala Arg lie Tyr Lys His Pro Ser lie Arg Asn Ser Val 

265 270 275 

30 aac ett gtg gtg gtg aaa gtg eta ata gtg gaa aaa gaa aga tgg gge 1159 
Asn Leu Val val val Lys Val Leu lie Val Glu Lys Glu Arg Trp Gly 
280 285 290 

ecg gaa gtg tee gac aac ggg ggg etc aea ctg ege aac ttc tgc age 1207 

35 Pro Glu Val Ser Asp Asn Gly Gly Leu Thr Leu Arg Asn Phe Cys Ser 

295 300 305 310 

r . 

tgg eaa egg cgt ttc aac aag ccc agt gac cgc cac ecg gag cac tat 1255 

Trp Gin Arg Arg Phe Asn Lys Pro Ser Asp Arg His Pro Glu His Tyr 

40 315 320 325 

gac act gcc ate ttg ttc acc aga cag aac tte tgt ggg aag gga gag 1303 

Asp Thr Ala lie Leu Phe Thr Arg Gin Asn Phe Cys Gly Lys Gly Glu 

330 335 340 

45 

cag tgt gac acc ctg ggg atg gca gac gtt gge ace ate tgt gac ccc 13 51 

Gin Cys Asp Thr Leu Gly Met Ala Asp Val Gly Thr lie Cys Asp Pro 
345 350 355 

50 gac aag age tgc tea gtg ate aag gat gag gga ctg cag gca gcc tac 1399 
Asp Lys Ser Cys Ser Val lie Lys Asp Glu Gly Leu Gin Ala Ala Tyr 
360 365 370 

acc ctg gee cat gag eta ggg cac gtt etc age atg ccc eat gat gat 1447 
55 Thr Leu Ala His Glu Leu Gly His Val Leu Ser Met Pro His Asp Asp 
375 380 385 390 

tet aag ccc tgt gtg aga ttg ttt ggg ccc atg gge aag tac cac atg 14 95 
Ser Lys Pro Cys Val Arg Leu Phe Gly Pro Met Gly Lys Tyr His Met 
60 395 400 405 

atg gcg eca tte tte ate cac gtg aac aag acg ctg ccc tgg tet ccc 1543 

Met Ala Pro Phe Phe lie His Val Asn Lys Thr Leu Pro Trp Ser Pro 
410 415 420 

65 

tgc agt get gte tac etc aea gag etc ctg gat gat ggt cac gga gat 1591 
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Cys Ser Ala Val Tyr Leu Thr Glu Leu Leu Asp Asp Gly His Gly Asp 
425 430 435 

tgt ctt ctg gat gcc ccc acc teg gtt ctg ccc etc ccc aca ggc etc 1639 
5 Cys Leu Leu Asp Ala Pro Thr Ser Val Leu Pro Leu Pro Thr Gly Leu 
440 445 450 

ccg ggc cac age acc etc tac gag ctg gac cag cag tgc aag cag ate 1687 
Pro Gly His Ser Thr Leu Tyr Glu Leu Asp Gin Gin Cys Lys Gin lie 
10 455 460 465 470 

ttt ggg ect gat ttc cga cac tgc ccc aac acc tct gtg gag gac ate 1735 

Phe Gly Pro Asp Phe Arg His Cys Pro Asn Thr Ser Val Glu Asp lie 
475 480 485 

15 

tgt gtc cag etc tgt gcc cgt eat egg gat agt gat gag ccc att tgc 1783 

Cys Val Gin Leu Cys Ala Arg His Arg Asp Ser Asp Glu Pro lie Cys 

490 495 500 

20 cac aca aag aat ggt age ctg etc tgg get gat ggt aca ccc tgt ggc 1831 
His Thr Lys Asn Gly Ser Leu Leu Trp Ala Asp Gly Thr Pro Cys Gly 
505 510 515 

ect ggg cac ctg tgc ctg gat ggt age tgt gta etc aag gag gat gtg 1879 
25 Pro Gly His Leu Cys Leu Asp Gly Ser Cys Val Leu Lys Glu Asp Val 
520 525 530 

gag aat ccc aag get gtg gta gat gga gac tgg ggt ccc tgg aga ccc 1927 
Glu Asn Pro Lys Ala Val Val Asp Gly Asp Trp Gly Pro Trp Arg Pro 
30 535 540 545 550 

tgg gga caa tgt tct cgc acc tgt ggt gga ggg ata caa ttc teg aac 1975 
Trp Gly Gin Cys Ser Arg Thr Cys Gly Gly Gly lie Gin Phe Ser Asn 
555 560 565 

35 

cgt gaa tgt gat aat cca atg cat cag aat gga gga aga ttt tgc ctg 2023 
Arg Glu Cys Asp Asn Pro Met Pro Gin Asn Gly Gly Arg Phe Cys Leu 
570 575 580 

40 ggt gaa aga gtc aag tac caa tea tgc aac aca gag gaa tgt cca cca 2071 
Gly Glu Arg Val Lys Tyr Gin Ser Cys Asn Thr Glu Glu Cys Pro Pro 
585 590 595 

aac gga aaa age ttc egg gag cag cag tgt gag aaa tat aat gcc tac 2119 
45 Asn Gly Lys Ser Phe Arg Glu Gin Gin Cys Glu Lys Tyr Asn Ala Tyr 
600 605 610 

aac cac act gac ctg gat ggg aat ttc ctg cag tgg gtc ccc aag tat 2167 
Asn His Thr Asp Leu Asp Gly Asn Phe Leu Gin Trp Val Pro Lys Tyr 
50 615 620 625 630 

tea gga gtg tec ccc cga gac cga tgc aag ctg ttt tgc aga gcc cgt 2215 

Ser Gly Val Ser Pro Arg Asp Arg Cys Lys Leu Phe Cys Arg Ala Arg 

635 640 645 

55 

999 agg agt gag ttc aaa gtg ttt gaa get aag gtg ate gat ggc act 2263 

Gly Arg Ser Glu Phe Lys Val Phe Glu Ala Lys Val lie Asp Gly Thr 

650 655 660 

60 ctg tgt gga ccg gat act ctg tec ate tgc gtc egg ggg caa tgt gtt 2311 
Leu Cys Gly Pro Asp Thr Leu Ser lie Cys Val Arg Gly Gin Cys Val 
665 670 675 

aag get ggc tgt gac cat gtg gtg aac tea ect aag aag ctg gac aaa 2359 
65 Lys Ala Gly Cys Asp His Val Val Asn Ser Pro Lys Lys Leu Asp Lys 
680 685 690 
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tgt ggg gtg tgt ggg ggc aaa ggc act gcc tgt agg aag ate tec ggt 2407 

Cys Gly Val Cye Gly Gly Lys Gly Thr Ala Cys Arg Lys lie Ser Gly 
695 700 705 710- 

5 

tct ttc acc ccc ttc agt tat ggc tac aat gac att gtc acc ate cca 2455 

Ser Phe Thr Pro Phe Ser Tyr Gly Tyr Asn Asp lie Val Thr lie Pro 
715 720 725 

10 get ggt gcc aca aac att gat gtg aaa cag egg agt eac cea ggg gtc 2503 
Ala Gly Ala Thr Asn lie Asp Val Lys Gin Arg Ser His Pro Gly Val 
730 735 740 

agg aac gac ggc age tac ctg gcg ctg aag aca gcc aat ggg cag tac 2551 
15 Arg Asn Asp Gly Ser Tyr Leu Ala Leu Lys Thr Ala Asn Gly Gin Tyr 
745 750 755 

Ctg etc aat ggt aac ctg gcc ate tct gcc ata gag caa gac ate ttg 2599 
Leu Leu Asn Gly Asn Leu Ala lie Ser Ala lie Glu Gin Asp lie Leu 
20 760 765 770 

gtg aag ggg acc ate ctg aag tac agt ggc tec atg get acc ctg gag 2647 
Val Lys Gly Thr lie Leu Lys Tyr Ser Gly Ser Met Ala Thr Leu Glu 
775 780 785 , 790 

25 

egg ctg cag age ttc cag gcc ctg cct gag cct ctt aca gta cag etc 2695 
Arg Leu Gin Ser Phe Gin Ala Leu Pro Glu Pro Leu Thr Val Gin Leu 

795 800 805 

30 ctg act gtg tct ggt gag gtc ttc cct cca aaa gtc aga tat acc ttc 2743 
Leu Thr Val Ser Gly Glu Val Phe Pro Pro Lys Val Arg Tyr Thr Phe 
810 815 820 

ttt gtc ccc aat gac atg gac ttc age gtg cag aat age aag gaa aga 2791 
35 Phe Val Pro Asn Asp Met Asp Phe Ser Val Gin Asn Ser Lys Glu Arg 
825 830 835 

gca acc acc aac ate att cag tea ctg ccc tct gcg gag tgg gtt ctg 2839 
Ala Thr Thr Asn lie lie Gin Ser Leu Pro Ser Ala Glu Trp Val Leu 
40 840 845 850 

gga gac tgg tct gaa tgt ccg age acg tgc aga ggt age tgg cag egg 2887 
Gly Asp Trp Ser Glu Cys Pro Ser Thr Cys Arg Gly Ser Trp Gin Arg 
855 860 865 870 

45 

egg act gtg gaa tgc agg gac ccc tea ggt cag gcc tct gac acc tgt 2 935 
Arg Thr Val Glu Cys Arg Asp Pro Ser Gly Gin Ala Ser Asp Thr Cys 
875 880 885 

50 gat gag get ctg aaa cct gag gat gcc aag ccc tgt gga age cag ccg 2983 
. Asp Glu Ala Leu Lys Pro Glu Asp Ala Lys Pro Cys Gly Ser Gin Pro 
890 895 900 

tgt ccc etc tgatcccett ggtggaaate tettaggett atggatttgg 3032 
55 Cys Pro Leu 
905 

gctactggtg taaeagaeaa aggtccccte caaggtgata ctacatatea agatggcaeg 3092 

6 0 gccctttcag gccttctatt actacaaccc cttgggtact acctaattca taaggaagag 3152 

agaagagggt ataagggtaa cagattgtaa agttgactgt ctggtggact ggaccttgct 3212 

tatgaccaag aagtcgggat aggttaaaag gtagaagtgc acttattgat ccaaatggga 3272 

65 

gatttcagag ceagtctctt tgcaaaggae tagcaaaget aaatgaaaaa gaagaatttt 3332 
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ttttttctat ttggtttccc caataatcaa tctacctcac agcggggaaa aatcagtata 3392 

caagaggtat aaggccaggt gttggcagtg aacgccaaag caagctccat aggtatctcc 3452 

5 

aagctatctt cagaaatgtc cgtggctgtt ttcagtatta aaatctgctg tctaaaaggg 3512 

cagcagtgtc catcacaggg ttatagaaag ccacttttct caggctgcca cctgctgggg 3572 

10 cggacccatt tcaagtattt atgcaaatat gtctccgaac taaagbgtgt cttacaccaa 3632 
aagngc 363 8 

15 <210> 9 
<211> 905 
<212> PRT 

<213> Mus musculus ADAMTS-8 
20 <400> 9 

Met Leu Arg Asp Pro Thr Thr Thr Gly Trp Pro Pro Leu Leu Leu Leu 
15 10 15 

Leu Leu Gin Leu Pro Pro Pro Pro Leu Val Cys Gly Ala Pro Ala Gly 
25 20 25 30 

Pro Gly Thr Gly Ala Gin Ala Ser Glu Leu Val Val Pro Thr Arg Leu 
35 40 45 

30 Pro Gly Ser Ala Ser Glu Leu Ala Phe His Leu Ser Ala Phe Gly Gin 
50 55 60 

Gly Phe Val Leu Arg Leu Ala Pro Asp Ala Ser Phe Leu Ala Pro Glu 
. 65 70 75 80 

35 

Phe Lys He Glu Arg Leu Gly Gly Ser Ser Ala Ala Ala Gly Gly Glu 
85 90 95 

Pro Gly Leu Arg Gly Cys Phe Phe Ser Gly Thr Val Asn Gly Glu Arg 
40 100 105 ^ 110 

Glu Ser Leu Ala Ala Met Ser Cys Val Ala Gly Trp Ser Gly Ser Phe 
115 120 125 

45 Leu Leu Ala Gly Glu Glu Phe Thr He Gin Pro Gin Gly Ala Gly Asp 
130 135 140 

Ser Leu Asp Gin Pro His Arg Leu Gin Arg Trp Gly Pro Gly Gin Arg 
145 150 155 160 

50 

Arg Glu Asp Pro Gly Leu Ala Ala Ala Glu Val Phe Pro Leu Pro Gin 
165 170 175 

Gly Leu Glu Trp Glu Val Glu Met Gly Asn Gly Gin Gly Gin Glu Arg 
55 180 185 190 

Ser Asp Asn Glu Glu Asp Lys Lys Gin Asp Lys Glu Gly Leu Leu Lys . 
195 200 205 

60 Glu Thr Glu Asp Ser Arg Lys Val Pro Pro Pro Phe Gly Ser Lys Thr 
210 215 220 

Arg Ser Lys Arg Phe Val Ser Glu Ala Arg Phe Val Glu Thr Leu Leu 

225 230 235 240 

65 

Val Ala Asp Ala Ser Met Ala Ala Phe Tyr Gly Thr Asp Leu Gin Asn 
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245 250 255 

His He Leu Thr Val Met Ser Met Ala Ala Arg He Tyr Lys His Pro 
260 265 270 

5 

Ser He Arg Asn Ser Val Asn Leu Val Val Val Lys Val Leu He Val 
275 280 285 

Giu Lys Glu Arg Trp Gly Pro Glu Val Ser Asp Asn Gly Gly Leu Thr 
10 290 295 300 

Leu Arg .Asn Phe Cys Ser Trp Gin Arg Arg Phe Asn Lys Pro Ser Asp 
305 310 315 320 

15 Arg His Pro Glu His Tyr Asp Thr Ala He Leu Phe Thr Arg Gin Asn 
325 330 335 

Phe Cys Gly Lys Gly Glu Gin Cys Asp Thr Leu Gly Met Ala Asp Val 
340 345 350 

20 

Gly Thr He Cys Asp Pro Asp Lys Ser Cys Ser Val He Lys Asp Glu 
355 360 365 

Gly Leu Gin Ala Ala Tyr Thr Leu Ala His Glu Leu Gly His Val Leu 
25 370 375 380 

Ser Met Pro His Asp Asp Ser Lys Pro Cys Val Arg Leu Phe Gly Pro 
385 390 395 400 

30 Met Gly Lys Tyr His Met Met Ala Pro Phe Phe He His Val Asn Lys 
405 410 415 

Thr Leu Pro Trp Ser Pro Cys Ser Ala Val Tyr Leu Thr Glu Leu Leu 
420 425 430 

35 

Asp Asp Gly His Gly Asp Cys Leu Leu Asp Ala Pro Thr Ser Val Leu 
435 440 445 

Pro Leu Pro Thr Gly Leu Pro Gly His Ser Thr Leu Tyr Glu Leu Asp 
40 450 455 460 

Gin Gin Cys Lys Gin He Phe Gly Pro Asp Phe Arg His Cys Pro Asn 
465 470 475 480 

45 Thr Ser Val Glu Asp He Cys Val Gin Leu Cys Ala Arg His Arg Asp 
485 490 495 

Ser Asp Glu Pro He Cys His Thr Lys Asn Gly Ser Leu Leu Trp Ala 
500 505 510 

50 

Asp Gly Thr Pro Cys Gly Pro Gly His Leu Cys Leu Asp Gly Ser Cys 
515 520 525 

Val Leu Lys Glu Asp Val Glu Asn Pro Lys Ala Val Val Asp Gly Asp 
55 530 535 540 

Trp Gly Pro Trp Arg Pro Trp Gly Gin Cys Ser Arg Thr Cys Gly Gly 
545 550 555 560 

60 Gly He Gin Phe Ser Asn Arg Glu Cys Asp Asn Pro Met Pro Gin Asn 
565 570 575 

Gly Gly Arg Phe Cys Leu Gly Glu Arg Val Lys Tyr Gin Ser Cys Asn 
580 585 590 

65 

Thr Glu Glu Cys Pro Pro Asn Gly Lys Ser Phe Arg Glu Gin Gin Cys 
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595 600 605 

Glu Lys Tyr Asn Ala Tyr Asn His Thr Asp Leu Asp Gly Asn Phe Leu 
610 615 620 

5 

Gin Trp val Pro Lys Tyr Ser Gly Val Ser Pro Arg Asp Arg Cys Lys 
625 630 635 640 

Leu Phe Cys Arg Ala Arg Gly Arg Ser Glu Phe Lys Val Phe Glu Ala 
10 645 650 655 

Lys Val lie Asp Gly Thr Leu Cys Gly Pro. Asp Thr Leu Ser lie Cys 
660 665 670 

15 Val Arg Gly Gin Cys Val Lys Ala Gly Cys Asp His Val Val Asn Ser 
675 680 685 

Pro Lys Lys Leu Asp Lys Cys Gly Val Cys Gly Gly Lys Gly Thr Ala 
690 695 700 

20 

Cys Arg Lys lie Ser Gly Ser Phe Thr Pro Phe Ser Tyr Gly Tyr Asn 
705 710 715 720 

Asp lie Val Thr lie Pro Ala Gly Ala Thr Asn lie Asp Val Lys Gin 
25 725 730 735 

Arg Ser His Pro Gly Val Arg Asn Asp Gly Ser Tyr Leu Ala Leu Lys 
740 745 750 

30 Thr Ala Asn Gly Gin Tyr Leu Leu Asn Gly Asn Leu Ala lie Ser Ala 
755 760 765 

lie Glu Gin Asp lie Leu Val Lys Gly Thr He Leu Lys Tyr Ser Gly 
770 775 780 

35 

Ser Met Ala Thr Leu Glu Arg Leu Gin Ser Phe Gin Ala Leu Pro Glu 
785 790 795 800 

Pro Leu Thr Val Gin Leu Leu Thr Val Ser Gly Glu Val Phe Pro Pro 
40 805 810 815 

Lys Val Arg Tyr Thr Phe Phe Val Pro Asn Asp Met Asp Phe Ser Val 
820 825 830 

4 5 Gin Asn Ser Lys Glu Arg Ala Thr Thr Asn He He Gin Ser Leu Pro 
835 840 845 

Ser Ala Glu Trp Val Leu Gly Asp Trp Ser Glu Cys Pro Ser Thr Cys 
850 855 860 

50 

Arg Gly Ser Trp Gin Arg Arg Thr Val Glu Cys Arg Asp Pro Ser Gly 
865 870 875 880 

Gin Ala Ser Asp Thr Cys Asp Glu Ala Leu Lys Pro Glu Asp Ala Lys 
55 885 890 895 

Pro Cys Gly Ser Gin Pro Cys Pro Leu 
900 905 

60 

<210> 10 , 
<211> 739 
<212> DNA 
65 <213> Homo sapiens ADAMTS-8 
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<220> 

<221> CDS 

<222> (3) . . (737) 

5 <400> 10 

eg agg gca gaa ggc get age gag ccg cea ccg ccc etg ggg gee acg' 47 
Arg Ala Glu Gly Ala Ser Glu Pro Pro Pro Pro Leu Gly Ala Thr 
15 10 15 

10 agt agg aee aag egg ttt gtg tct gag gcg cgc ttc gtg gag acg ctg 95 
Ser Arg Thr Lys Arg Phe Val Ser Glu Ala Arg Phe Val Glu Thr Leu 
20 25 30 

ctg gtg gcc gat gcg tec atg get gee ttc tac ggg gee gac etg eag 143 
15 Leu Val Ala Asp Ala Ser Met Ala Ala Phe Tyr Gly Ala Asp Leu Gin 
35 40 45 

aac eae ate etg acg tta atg tct gtg gca gee cga ate tac aag cac 191 
Asn His lie Leu Thr Leu Met Ser Val Ala Ala Arg lie Tyr Lys His 
20 50 55 60 

eee age ate aag aat tee ate aae etg atg gtg gta aaa gtg ctg ate 239 
Pro Ser lie Lys Asn Ser lie Asn Leu Met Val Val Lys Val Leu lie 
65 70 75 



25 



gta gaa gat gaa aaa tgg gge cea gag gtg tee gae aat ggg ggg ctt 287 
Val Glu Asp Glu Lys Trp Gly Pro Glu Val Ser Asp Asn Gly Gly Leu 
80 85 90 95 



3 0 aea etg egt aac ttc tge aae tgg eag egg cgt ttc aae eag ccc age 
Thr Leu Arg Asn Phe Cys Asn Trp Gin Arg Arg Phe Asn Gin Pro Ser 



100 105 110 



eag aeg etg ccc tgg tee eee tgc age gee atg ttc tea ggc tge eae 
Gin Thr Leu Pro Trp Ser Pro Cys Ser Ala Met Phe Ser Gly Cys His 
60 210 215 220 



65 



335 



gae egc eae cea gag cac tac gac acg gee ate etg etc ace aga eag 383 
35 Asp Arg His Pro Glu His Tyr Asp Thr Ala He Leu Leu Thr Arg Gin 
115 .120 125 

aae ttc tgt ggg eag gag ggg ctg tgt gac ace etg ggt gtg gca gae 431 
Asn Phe Cys Gly Gin Glu Gly Leu Cys Asp Thr Leu Gly Val Ala Asp 
40 130 . 135 140 

ate ggg ace att tgt gac eee aac aaa age tge tec gtg ate gag gat 479 

He Gly Thr He Cys Asp Pro Asn Lys Ser Cys Ser Val He Glu Asp 
145 150 155 

45 

gag ggg etc eag gcg gcc cac ace ctg gcc cat gaa eta ggg eae gte 527 

Glu Gly Leu Gin Ala Ala His Thr Leu Ala His Glu Leu Gly His Val 

160 165 170 175 

50 etc age atg ccc eae gae gac tee aag eee tge aea egg etc ttc ggg 575 
Leu Ser Met Pro His Asp Asp Ser Lys Pro Cys Thr Arg Leu Phe Gly 
180 185 190 

eee atg gge aag cac cac gtg atg gca ccg etg ttc gte eae etg aac 623 
55 Pro Met Gly Lys His His Val Met Ala Pro Leu Phe Val His Leu Asn 
195 200 205 



671 



ctg eag ggg tgg ate eat ttc aag tat tta tge aaa tgt gte tct gaa 719 

Leu Gin Gly Trp He His Phe Lys Tyr Leu Cys Lys Cys Val Ser Glu 

225 230 235 

eta aag tgt gat ctt atg ce 739 
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Leu Lys Cys Asp Leu Met 
240 245 



5 <210> 11 
<211> 245 
<212> PRT 

<213> Homo sapiens ADAMTS-8 
10 <400> 11 

Arg Ala Glu Gly Ala Ser Glu Pro Pro Pro Pro Leu Gly Ala Thr Ser 
1 5 10 • 15 

Arg Thr Lys Arg Phe Val Ser Glu Ala Arg Phe Val Glu Thr Leu Leu 
15 20 25 30 

Val Ala Asp Ala Ser Met Ala Ala Phe Tyr Gly Ala Asp Leu Gin Asn 
35 40 45 

20 His He Leu Thr Leu Met Ser Val Ala Ala Arg He Tyr Lys His Pro 
50 55 60 

Ser lie Lys Asn Ser He Asn Leu Met Val Val Lys Val Leu He Val 
65 70 75 80 

25 

Glu Asp Glu Lys Trp Gly Pro Glu Val Ser Asp Asn Gly Gly Leu Thr 
85 90 95 

Leu Arg Asn Phe Cys Asn Trp Gin Arg Arg Phe Asn Gin Pro Ser Asp 
30 100 105 110 

Arg His Pro Glu His Tyr Asp Thr Ala He Leu Leu Thr Arg Gin Asn 
115 120 125 

35 Phe Cys Gly Gin Glu Gly Leu Cys Asp Thr Leu Gly Val Ala Asp He 
130 135 140 

Gly Thr He Cys Asp Pro Asn Lys Ser Cys Ser Val He Glu Asp Glu 
145 150 155 160 

40 

Gly Leu Gin Ala Ala His Thr Leu Ala His Glu Leu Gly His Val Leu 
165 170 175 

Ser Met Pro His Asp Asp Ser Lys Pro Cys Thr Arg Leu Phe Gly Pro 
45 180 185 190 

Met Gly Lys His His Val Met Ala Pro Leu Phe Val His Leu Asn Gin 
195 200 205 

50 Thr Leu Pro Trp Ser Pro Cys Ser Ala Met Phe Ser Gly Cys His Leu 
210 215 220 

Gin Gly Trp He His Phe Lys Tyr Leu Cys Lys Cys Val Ser Glu Leu 
225 230 235 240 

55 

Lys Cys Asp Leu Met 
245 



60 

<210> 12 
<211> 5804 
<212> DNA 

<213> Homo sapiens ADAMTS-9 

65 

<220> 
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<221> CDS 

<222> (3) . . (5648) 

<220> 

5 <221> misc_f eature 
<222> (1563) . . (1565) 

<220> 

<221> inisc_f eature 
10 <222> (1404) . . (1406) 

<400> 12 

ga age acc atg cag ttt gta tec tgg gcc aca ctg eta acg etc ctg 47 

Ser Thr Met Gin Phe Val Ser Trp Ala Thr Leu Leu Thr Leu Leu 

15 1 5 10 15 

gtg egg gac ctg gee gag atg ggg age eca gae gee geg gcg gee gtg 95 

Val Arg Asp Leu Ala Glu Met Gly Ser Pro Asp Ala Ala Ala Ala Val 

20 25 30 

20 

cgc aag gac agg ctg cac ccg agg caa gtg aaa tta tta gag acc ctg 143 

Arg Lys Asp Arg Leu His Pro Arg Gin Val Lys Leu Leu Glu Thr Leu 
35 40 45 

25 age gaa tac gaa ate gtg tct ccc ate ega gtg aae get etc gga gaa 191 
Ser Glu Tyr Glu lie Val Ser Pro lie Arg Val Asn Ala Leu Gly Glu 
50 55 60 

ccc ttt ccc acg aae gte cac ttc aaa aga acg ega egg age att aae 239 
30 Pro Phe Pro Thr Asn Val His Phe Lys Arg Thr Arg Arg Ser lie Asn 

65 70 75 . 

tct gee act gae ccc tgg ect gee ttc gee tee tee tct tee tee tct 287 
Ser Ala Thr Asp Pro Trp Pro Ala Phe Ala Ser Ser Ser Ser Ser Ser 
35 80 85 90 95 

acc tec tec cag gcg cat tac cgc etc tct gcc ttc ggc cag cag ttt 335 
Thr Ser Ser Gin Ala His Tyr Arg Leu Ser Ala Phe Gly Gin Gin Phe 
100 105 110 

40 

eta ttt aat etc acc gcc aat gcc gga ttt ate get eca ctg ttc act 3 83 
Leu Phe Asn Leu Thr Ala Asn Ala Gly Phe lie Ala Pro Leu Phe Thr 
115 120 125 

45 gte ace etc ett ggg aeg eee ggg gtg aat cag acc aag ttt tat tec 431 
Val Thr Leu Leu Gly Thr Pro Gly val Asn Gin Thr Lys Phe Tyr Ser 
130 135 140 

gaa gag gaa gcg gaa eta aag cac tgt ttc tac aaa agg eta tgt caa 479 
50 Glu Glu Glu Ala Glu Leu Lys His Cys Phe Tyr Lys Arg Leu Cys Gin 
145 150 155 

tac caa etc ega gca cac ggc cgt cat cag cct ctg etc agg aat gaa 527 
Tyr Gin Leu Arg Ala His Gly Arg His Gin Pro Leu Leu Arg Asn Glu 
55 160 165 170 175 

cac aaa aat agg cac agt aaa gac aag aag aaa acc aga gca aga aaa 575 
His Lys Asn Arg His Ser Lys Asp Lys Lys Lys Thr Arg Ala Arg Lys 
180 185 190 

60 

tgg gga gaa agg att aae ctg get ggt gae gta gca gca tta aae age 623 
Trp Gly Glu Arg lie Asn Leu Ala Gly Asp Val Ala Ala Leu Asn Ser 
195 200 205 

65 ggc tta gca aca gag gca ttt tct get tat ggt aat aag acg gac aae 671 
Gly Leu Ala Thr Glu Ala Phe Ser Ala Tyr Gly Asn Lys Thr Asp Asn 
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210 215 220 

aca aga gaa aag agg acc cac aga agg aca aaa cgt ttt tta tec tat 719 

Thr Arg Glu Lys Arg Thr His Arg Arg Thr Lys Arg Phe Leu Ser Tyr 
5 225 230 235 

cca egg ttt gta gaa gtc ttg gtg gtg gca gac aac aga atg gtt tea 767 

Pro Arg Phe Val Glu Val Leu Val Val Ala Asp Asn Arg Met Val Ser 
240 245 250 255 

10 

tac cat gga gaa aac ctt caa cac tat att tta act tta atg tea att 815 

Tyr His Gly Glu Asn Leu Gin His Tyr lie Leu Thr Leu Met Ser He 
260 265 270 

15 gta gee tct ate tat aaa gac cca agt att gga aat tta att aat att 863 

Val Ala Ser lie Tyr Lys Asp Pro Ser He Gly Asn Leu He Asn He 

275 280 285 

gtt att gtg aac tea att gtg att eat aat gaa eag gat ggg cct tec 911 

2 0 Val He Val Asn Leu He Val He His Asn Glu Gin Asp Gly Pro Ser 

290 295 300 

ata tct ttt aat get eag aca aca tta aaa aac ttt tgc cag tgg eag 959 

He Ser Phe Asn Ala Gin Thr Thr Leu Lys Asn Phe Cys Gin Trp Gin 
25 305 310 315 

cat teg aac agt cca ggt gga ate cat cat gat act get gtt etc tta 1007 

His Ser Asn Ser Pro Gly Gly He His His Asp Thr Ala Val Leu Leu 
320 325 330 335 



30 



aca aga eag gat ate tgc aga get cac gac aaa tgt gat ace tta ggc 
Thr Arg Gin Asp He Cys Arg Ala His Asp Lys Cys Asp Thr Leu Gly 
340 345 350 



1055 



35 etg get gaa etg gga acc att tgt gat cec tat aga age tgt tct att 1103 
Leu Ala Glu Leu Gly Thr He Cys Asp Pro Tyr Arg Ser Cys Ser He 
355 360 365 

agt gaa gat agt gga ttg agt aca get ttt aeg ate gee cat gag etg 1151 
40 Ser Glu Asp Ser Gly Leu Ser Thr Ala Phe Thr He Ala His Glu Leu 
370 375 380 

ggc cat gtg ttt aac atg cet cat gat gae aac aac aaa tgt aaa gaa 1199 
Gly His Val Phe Asn Met Pro His Asp Asp Asn Asn Lys Cys Lys Glu 
45 385 390 395 

gaa gga gtt aag agt ccc cag cat gtc atg get cca aca etg aac ttc 1247 
Glu Gly Val Lys Ser Pro Gin His Val Met Ala Pro Thr Leu Asn Phe 
400 405 410 415 

50 

tac ace aac ccc tgg atg tgg tea aag tgt agt ega aaa tat ate act 1295 
Tyr Thr Asn Pro Trp Met Trp Ser Lys Cys Ser Arg Lys Tyr He Thr 
420 425 430 

55 gag ttt tta gae act ggt tat ggc gag tgt ttg ctt aac gaa cct gaa 1343 
Glu Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu Asn Glu Pro Glu 
435 440 445 

tec aga ccc tac cct ttg cct gtc caa etg cca ggc ate ctt tac aac 1391 
60 Ser Arg Pro Tyr Pro Leu Pro Val Gin Leu Pro Gly He Leu Tyr Asn 

450 455 460. • ' 

gtg aat aaa caa tgn gaa ttg att ttt gga cca ggt tct eag gtg tgc 143 9 
Val Asn Lys Gin Xaa Glu Leu He Phe Gly Pro Gly Ser Gin Val Cys 
65 465 470 - 475 
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cca tat atg atg cag tgc aga egg etc tgg tge aat aac gtc aat gga 1487 
Pro Tyr Met Met Gin Cys Arg Arg Leu Trp Cys Asn Asn Val Asn Gly 
480 485 490 495 

5 gta eae aaa gge tgc egg act cag cae aca cec tgg gcc gat ggg acg 1535 
Val His Lys Gly Cys Arg Thr Gin His Thr Pro Trp Ala Asp Gly Thr 
500 505 510 

gag tgc gag cot gga aag cac tgc aag nat gga ttt tgt gtt ccc aaa 15S3 
10 Glu Cys Glu Pro Gly Lys His Cys Lys Xaa Gly Phe Cys Val Pro Lys 
515 520 525 

gaa atg gat gtc ccc gtg aca gat gga tec tgg gga agt tgg agt cec 1631 
Glu Met Asp Val Pro Val Thr Asp Gly Ser Trp Gly Ser Trp Ser Pro 
15 530 535 540 

ttt gga ace tge tee aga aca tgt gga ggg gge ate aaa aca gee att 1679 

Phe Gly Thr Cys Ser Arg Thr Cys Gly Gly Gly lie Lys Thr Ala lie 
545 550 555 

20 

ega gag tgc aac aga cca gaa cca aaa aat ggt gga aaa tae tgt gta 1727 

Arg Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly Lys Tyr Cys Val 

560 565 570 575 

25 gga cgt aga atg aaa ttt aag tec tgc aac acg gag cca tgt etc aag 1775 
Gly Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu Pro Cys Leu Lys 
580 585 590 

cag aag ega gae tte ega gat gaa cag tgt get eae ttt gae ggg aag 1823 
30 Gin Lys Arg Asp Phe Arg Asp Glu Gin Cys Ala His Phe Asp Gly Lys 
595 600 605 

cat ttt aac ate aac ggt ctg ett ccc aat gtg cge tgg gtc ect aaa 1871 
His Phe Asn lie Asn Gly Leu Leu Pro Asn Val Arg Trp Val Pro Lys 
35 610 615 620 

tae agt gga att ctg atg aag gae egg. tgc aag ttg tte tgc aga gtg 1919 

Tyr Ser Gly lie Leu Met Lys Asp Arg Cys Lys Leu Phe Cys Arg Val 

625 630 635 

40 

gca ggg aac aca gcc tae tat cag ctt ega gae aga gtg ata gat gga 1967 

Ala Gly Asn Thr Ala Tyr Tyr Gin Leu Arg Asp Arg Val lie Asp Gly 
640 645 650 655 

45 act ect tgt gge cag gae aca aat gat ate tgt gtc cag gge ett tge 2015 
Thr Pro Cys Gly Gin Asp Thr Asn Asp He Cys Val Gin Gly Leu Cys 
660 665 670 

egg caa get gga tge gat cat gtt tta aac tea aaa gee egg aga gat 2063 
50 Arg Gin Ala Gly Cys Asp His Val Leu Asn Ser Lys Ala Arg Arg Asp 
675 680 685 

aaa tge ggg gtt tgt ggt gge gat aat tct tea tgc aaa aca gtg gca 2111 
Lys Cys Gly Val Cys ^Gly Gly Asp Asn Ser Ser Cys Lys Thr Val Ala 
55 690 ^ 695 700 

gga aca ttt aat aca gta cat tat ggt tac aat act gtg gtc ega att 2159 
Gly Thr Phe Asn Thr Val His Tyr Gly Tyr Asn Thr Val Val Arg He 
705 710 715 

60 

cca get ggt get ace aat att gat gtg egg cag cae agt tte tea ggg 2207 
Pro Ala Gly Ala Thr Asn He Asp Val Arg Gin His Ser Phe Ser Gly 
720 725 730 735 

65 gaa aca gae gat gae aac tae tta get tta tea age agt aaa ggt gaa 2255 
Glu Thr Asp Asp Asp Asn Tyr Leu Ala Leu Ser Ser Ser Lys Gly Glu 



BNSDOCIO: <WO 01 1 1074A2_I.> 



wo 01/11074 



32 



PCT/USOO/21223 



740 745 750 

ttc ttg eta aat gga aac ttt gtt gtc aca atg gcc aaa agg gaa ato 

Phe Leu Leu Asn Gly Asn Phe Val Val Thr Met Ala Lys Arg Glu He 
5 755 760 765 



2303 



cgc att ggg aat get gtg gta gag tac agt ggg tec gag aet gee gta 2351 

Arg lie Gly Asn Ala Val Val Glu Tyr Ser Gly Ser Glu Thr Ala Val 

770 775 780 

10 

gaa aga att aac tea aca gat cgc att gag caa gaa ctt ttg ctt cag 

Glu Arg He Asn Ser Thr Asp Arg He Glu GLn Glu Leu Leu Leu. Gin 
785 790 795 



15 gtt ttg teg gtg gga aag ttg tac aac cec gat gta cgc tat tct ttc 
Val Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val Arg Tyr Ser Phe 
800 805 810 815 

aat att cea att gaa gat aaa cct cag cag ttt tac tgg aac agt cat 
20 Asn He Pro He Glu Asp Lys Pro Gin Gin Phe Tyr Trp Asn Ser His 
820 825 830 

ggg cea tgg caa gca tgc agt aaa cec tge caa ggg gaa egg aaa cga 
Gly Pro Trp Gin Ala Cys Ser Lys Pro Cys Gin Gly Glu Arg Lys Arg 
25 835 840 845 

aaa ctt gtt tgc acc agg gaa tct gat cag ctt act gtt tct gat caa 

Lys Leu Val Cys Thr Arg Glu Ser Asp Gin Leu Thr Val Ser Asp Gin 

850 855 860 

30 

aga tgc gat egg ctg cec cag cct gga cac att act gaa cec tgt ggt 

Arg Cys Asp Arg Leu Pro Gin Pro Gly His He Thr Glu Pro Cys Gly 

865 870 875 

35 aca gge tgt gae ctg agg tgg cat gtt gcc age agg agt gaa tgt agt 
Thr Gly Cys Asp Leu Arg Trp His Val Ala Ser Arg Ser Glu Cys Ser 
880 885 890 895 

gcc cag tgt gge ttg ggt tac cgc aca ttg gae ate tac tgt gcc aaa 
4 0 Ala Gin Cys Gly Leu Gly Tyr Arg Thr Leu Asp He Tyr Cys Ala Lys 
900 905 910 

tat age agg ctg gat ggg aag act gag aag gtt gat gat ggt ttt tgc 
Tyr Ser Arg Leu Asp Gly Lys Thr Glu Lys Val Asp Asp Gly Phe Cys 
45 915 920 925 



2399 



2447 



2495 



2543 



2591 



2639 



2687 



2735 



2783 



2831 



age age eat cec aaa cea age aac cgt gaa aaa tgc tea ggg gaa tgt 

Ser Ser His Pro Lys Pro Ser Asn Arg Glu Lys Cys Ser Gly Glu Cys 

930 935 940 

50 

aac acg ggt gge tgg cgc tat tct gcc tgg act gaa tgt tea aaa age 2879 

Asn Thr Gly Gly Trp Arg Tyr Ser Ala Trp Thr Glu Cys Ser Lys Ser 
945 950 955 

55 tgt gae ggt ggg acc cag agg aga agg get att tgt gtc aat acc cga 2927 
Cys Asp Gly Gly Thr Gin Arg Arg Arg Ala He Cys Val Asn Thr Arg 
960 965 . 970 975 

aat gat gta ctg gat gae age aaa tgc aca cat caa gag aaa gtt acc 2975 
60 Asn Asp Val Leu Asp Asp Ser Lys Cys Thr His Gin Glu Lys Val Thr 
980 985 990 

att cag agg tge agt gag ttc cct tgt cea cag tgg aaa tct gga gae 3023 
He Gin Arg Cys Ser Glu Phe Pro Cys Pro Gin Trp Lys Ser Gly Asp 
65 995 1000 1005 . 
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tgg tea gag tgc ttg gtc acc tgt gga aaa ggg cat aag cac age cag 3071 
Trp Ser Glu Cys Leu Val Thr Cys Gly Lys Gly His Lys His Ser Gin 
1010 1015 1020 

5 gtc tgg tgt cag ttt ggt gaa gat cga tta aat gat aga atg tgt gac 3119 
Val Trp Cys Gin Phe Gly Glu Asp Arg Leu Asn Asp Arg Met Cys Asp 
1025 1030 1035 

cct gag acc aag cca aca tct atg cag act tgt cag cag ccg gaa tgt 3167 
10 Pro Glu Thr Lys Pro Thr Ser Met Gin Thr Cys Gin Gin Pro Glu Cys 
1040 1045 1050 1055 

gca tec tgg cag gcg ggt ccc tgg gta cag tgc agt gtc act tgt gga 3215 
Ala Ser Trp Gin Ala Gly Pro Trp Val Gin Cys Ser Val Thr Cys Gly 
15 1060 1065 1070 

cag gga tac cag eta aga gca gtg aaa tgc ate att ggg act tat atg 3263 

Gin Gly Tyr Gin Leu Arg Ala Val Lys Cys lie lie Gly Thr Tyr Met 
1075 1080 1085 

20 

tea gtg gta gat gac aat gac tgt aat gca gca act aga cca act gat 3311 

Ser Val Val Asp Asp Asn Asp Cys Asn Ala Ala Thr Arg Pro Thr Asp 
1090 1095 1100 

25 acc cag gac tgt gaa tta cca tea tgt cat cct ccc cca get gcc ccg 3359 
Thr Gin Asp Cys Glu Leu Pro Ser Cys His Pro Pro Pro Ala Ala Pro 
1105 1110 1115 

gaa aeg agg aga age aca tac agt gca cca aga acc cag tgg cga ttt 3407 
30 Glu Thr Arg Arg Ser Thr Tyr Ser Ala Pro Arg Thr Gin Trp Arg Phe 
1120 1125 1130 1135 

ggg tct tgg acc cca tgc tea gcc act tgt ggg aaa ggt acc egg atg 3455 
Gly Ser Trp Thr Pro Cys Ser Ala Thr Cys Gly Lys Gly Thr Arg Met 
35 1140 1145 1150 

aga tac gtc age tgc cga gat gag aat gge tct gtg get gac gag agt 3503 

Arg Tyr Val Ser Cys Arg Asp Glu Asn Gly Ser Val Ala Asp Glu Ser 
1155 1160 1165 

40 

gcc tgt get acc etg cct aga cca gtg gca aag gaa gaa tgt tct gtg 3551 

Ala Cys Ala Thr Leu Pro Arg Pro Val Ala Lys Glu Glu Cys Ser Val 
1170 1175 1180 

45 aca ccc tgt ggg caa tgg aag gcc ttg gac tgg age tct tgc tct gtg 3599 
Thr Pro Cys Gly Gin Trp Lys Ala Leu Asp Trp Ser Ser Cys Ser Val 
1185 1190 1195 

acc tgt ggg caa ggt agg gca acc egg caa gtg atg tgt gtc aae tac 3647 
50 Thr Cys Gly Gin Gly Arg Ala Thr Arg Gin Val Met Cys Val Asn Tyr 
1200 1205 1210 1215 

agt gac cac gtg ate gat egg agt gag tgt gac cag gat tat ate cca 3695 
Ser Asp His Val lie Asp Arg Ser Glu Cys Asp Gin Asp Tyr lie Pro 
55 1220 1225 1230 

gaa act gac cag gac tgt tec atg tea cca tgc cct caa agg acc cca 3743 

Glu Thr Asp Gin Asp Cys Ser Met Ser Pro Cys Pro Gin Arg Thr Pro 
1235 1240 1245 

60 

gac agt gge tta get cag cac ccc tte caa aat gag gac tat cgt ccc 3791 

Asp Ser Gly Leu Ala Gin His Pro Phe Gin Asn Glu Asp Tyr Arg Pro 
1250 1255 1260 

65 egg age gcc age ccc age cge acc cat gtg etc ggt gga aac cag tgg 3839 
Arg Ser Ala Ser Pro Ser Arg Thr His Val Leu Gly Gly Asn Gin Trp 



I 

I BNSDOCID: <WO_01 1 1074A2.I_> 



W6 01/11074 



34 



PCT/US00/2i223 



1265 1270 1275 

aga act ggc ccc tgg gga gca tgt tec agt acc tgt get ggc gga tec 3887 
Arg Thr Gly Pro Trp Gly Ala Cys Ser Ser Thr Cys Ala Gly Gly Ser • 
5 1280 1285 1290 1295. 

cag egg cgt gtt gtt gta tgt cag gat gaa aat gga tac ace gea aae 3935 
Gin Arg Arg Val Val Val Cys Gin Asp Glu Asn Gly Tyr Thr Ala Asn 
1300 1305 1310 . 

10 

gac tgt gtg gag aga ata aaa cct gat gag caa aga gee tgt gaa tee 3983 
Asp Cys Val Glu Arg lie Lys Pro Asp Glu Gin Arg Ala Cys Glu Ser 
1315 1320 1325 

15 ggc cct tgt cct cag tgg get tat ggc aac tgg gga gag tgc act aag 4031 
Gly Pro Cys Pro Gin Trp Ala Tyr Gly Asn Trp Gly Glu Cys Thr Lys 
1330 1335 1340 

etg tgt ggt gga ggc ata aga aca aga etg gtg gtc tct cag egg tec 4079 
2 0 Leu Cys Gly. Gly Gly lie Arg Thr Arg Leu Val Val Ser Gin Arg Ser 
1345 1350 1355 

aac ggt gaa egg ttt cea gat ttg age tgt gaa att ett gat aaa cct 4127 
Asn Gly Glu Arg Phe Pro Asp Leu Ser Cys Glu lie Leu Asp Lys Pro 
25 1360 1365 1370 1375 

ccc gat cgt gag cag tgt aae aca cat get tgt cea cae gac get gca 4175 

Pro Asp Arg Glu Gin Cys Asn Thr His Ala Cys Pro His Asp Ala Ala 
1380 1385 1390 

30 

tgg agt act ggc cct tgg age teg tgt tct gtc tct tgt ggt cga ggg 4223 

Trp Ser Thr Gly Pro Trp Ser Ser Cys Ser Val Ser Cys Gly Arg Gly 
1395 1400 1405 



35 cat aaa caa cga aat gtt tac tgc atg gca aaa gat gga age cat tta 
His Lys Gin Arg Asn Val Tyr Cys Met Ala Lys Asp Gly Ser His Leu 
1410 1415 1420 



55 ace aga eeg gag teg gaa tgc gaa tgc caa ggc cea egg tgt ccc ctt 
Thr Arg Pro Glu Ser Glu Cys Glu Cys Gin Gly Pro Arg Cys Pro Leu 
1490 1495 1500 



4271 



gaa agt gat tac tgt aag cac etg get aag cea cat ggg cac aga aag 4319 

4 0 Glu Ser Asp Tyr Cys Lys His Leu Ala Lys Pro His Gly His Arg Lys 
1425 1430 1435 

tgc cga gga gga aga tgc ccc aaa tgg aaa get ggc get tgg agt cag 4367 

Cys Arg Gly Gly Arg Cys Pro Lys Trp Lys Ala Gly Ala Trp Ser Gin 
45 1440 1445 1450 1455 

tgc tct gtg tec atg ggc cga ggc gta cag cag agg cat gtg ggc tgt 4415 

Cys Ser Val Ser Met Gly Arg Gly Val Gin Gin Arg His Val Gly Cys 
1460 1465 1470 

50 

cag ate gga aca cac aaa ata gee aga gag acc gag tgc aac cea tac 

Gin lie Gly Thr His Lys lie Ala Arg Glu Thr Glu Cys Asn Pro Tyr 
1475 1480 1485 



4463 



4511 



tac act tgg agg gca gag gaa tgg caa gaa tgc ace aag ace tgc ggc 4559 
60 Tyr Thr Trp Arg Ala Glu Glu Trp Gin Glu Cys Thr Lys Thr Cys Gly 
1505 1510 1515 

gaa ggc tec agg tac cgc aag gtg gtg tgt gtg gat gac aac aaa aae 4607 
Glu Gly Ser Arg Tyr Arg Lys Val Val Cys Val Asp Asp Asn Lys Asn 
65 1520 1525 1530 1535 
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gag gcg cat ggg gca cgc tgt gac gtg age aag egg ccg gtg gac cgt 4655 
Glu Val His Gly Ala Arg Cys Asp Val Ser Lys Arg Pro Val Asp Arg 
1540 1545 1550 

5 gaa age tgt agt ttg caa ccc tgc gag tat gtc tgg act aca gga gaa 4703 
Glu Ser Cys Ser Leu Gin Pro Cys Glu Tyr Val Trp Thr Thr Gly Glu 
1555 1560 1565 

tgg tea gag tgc tea gtg acc tgt gga aaa ggc tac aaa caa agg etc 4751 
10 Trp Ser Glu Cys Ser Val Thr Cys Gly Lys Gly Tyr Lys Gin Arg Leu 
1570 1575 1580 

gtc teg tgc age gag att tac acc ggg aaa gag aat tat gaa tac age 4799 
Val Ser Cys Ser Glu lie Tyr Thr Gly Lys Glu Asn Tyr Glu Tyr Ser 
15 1585 1590 1595 

tac caa ace acc ate aac tgc cca ggc aeg eag ccc ccc agt gtt cac 4647 

Tyr Gin Thr Thr He Asn Cys Pro Gly Thr Gin Pro Pro Ser Val His 
1600 1605 1610 1615 

20 

ccc tgt tac ctg agg gag tgc cet gtc teg gee ace tgg aga gtt ggc 4895 

Pro Cys Tyr Leu Arg Glu Cys Pro Val Ser Ala Thr Trp Arg Val Gly 
1620 1625 1630 

25 aac tgg ggg age tgc tea gtg tct tgt ggt gtt gga gtg atg eag aga 4943 
Asn Trp Gly Ser Cys Ser Val Ser Cys Gly Val Gly Val Met Gin Arg 
1635 1640 1645 

tct gtg caa tgt tta acc aat gag gac caa ccc age cac tta tgc cac 4991 
30 Ser Val Gin Cys Leu Thr Asn Glu Asp Gin Pro Ser His Leu Cys His 
1650 1655 1660 

act gat ctg aag cca gaa gaa ega aaa ace tgc cgt aat gtc tat aac 5039 
Thr Asp Leu Lys Pro Glu Glu Arg Lys Thr Cys Arg Asn Val Tyr Asn 
35 1665 1670 1675 

tgt gag tta ccc eag aat tgc aag gag gta aaa aga ctt aaa ggt gee 5087 

Cys Glu Leu Pro Gin Asn Cys Lys Glu Val Lys Arg Leu Lys Gly Ala 
1680 1685 1690 1695 

40 

agt gaa gat ggt gaa tat tte ctg atg att aga gga aag ctt ctg aag 5135 

Ser Glu Asp Gly Glu Tyr Phe Leu Met He Arg Gly Lys Leu Leu Lys 
1700 1705 1710 

45 ata tte tgt gcg ggg atg cac tct gac cac ccc aaa gag tac gtg aca 5183 
He Phe Cys Ala Gly Met His Ser Asp His Pro Lys Glu Tyr Val Thr 
1715 1720 1725 

ctg gtg eat gga gac tct gag aat tte tec gag gtt tat ggg cac agg 5231 
50 Leu Val His Gly Asp Ser Glu Asn Phe Ser Glu Val Tyr Gly His Arg 
1730 1735 1740 

tta cac aac cca aca gaa tgt ccc tat aac ggg age egg cgc gat gac 5279 
Leu His Asn Pro Thr Glu Cys Pro Tyr Asn Gly Ser Arg Arg Asp Asp 
55 1745 1750 1755 

tgc caa tgt egg aag gat tac aeg gee get ggg ttt tec agt ttt eag 5327 

Cys Gin Cys Arg Lys Asp Tyr Thr Ala Ala Gly Phe Ser Ser Phe Gin 
1760 1765 1770 1775 

60 

aaa ate aga ata gac ctg acc age atg eag ata ate acc act gac tta 5375 

Lys He Arg He Asp Leu Thr Ser Met Gin He He Thr Thr Asp Leu 
1780 1785 1790 

65 cag ttt gca agg aca age gaa gga eat ccc gtc cct ttt gcc aca gee 5423 
Gin Phe Ala Arg Thr Ser Glu Gly His Pro Val Pro Phe Ala Thr Ala 
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1795 



1800 1805 



ggg gat tgc tac age get gee aag tge cca cag ggt cgt ttt age ate 5471 
Gly Asp Cys Tyr Ser Ala Ala Lys Cys Pro Gin Gly Arg Phe Ser lie 
5 1810 1815 1820 

aac ctt tat gga acc ggc ttg tct tta act gaa tct gee aga tgg ata 5519 
Asn Leu Tyr Gly Thr Gly Leu Ser Leu Thr Glu Ser Ala Arg Trp lie 
1825 1830 1835 

10 ^^^^ 
tea caa ggg aat tat get gtc tet gae ate aag aag teg ccg gat ggt 5567 
Ser Gin Gly Asn Tyr Ala Val Ser Asp He Lys Lys Ser Pro Asp Gly 
1840 1845 1850 1855. 



15 acc cga gtc gta ggg aaa tgc ggt ggt tae tgt gga aaa tgc act cca 
Thr Arg Val Val Gly Lys Cys Gly Gly Tyr Cys Gly Lys Cys Thr Pro 
I860 1865 1870 



5615 



tee tct ggt act gge ctg gag gtg cga gtt tta tagetaaggt gctttgaaga 5668 
20 Ser Ser Gly Thr Gly Leu Glu Val Arg Val Leu 
1875 1880 

ggaagccatt atggatggat gaaggatagt aatgcaatae ctecacctta atttgggtge 5728 

25 atgtgtatgt gtgtgtgtgt ttgtgtgtga cttgtatgct tgtgtgtgta aatgtgtgta 5788 

eatatacata tataca 5804 



30 <210> 13 
<211> 1882 
<212> PRT 

<213> Homo sapiens ADAMTS-9 

35 <400> 13 , , 

Ser Thr Met Gin Phe Val Ser Trp Ala Thr Leu Leu Thr Leu Leu Val 
15 10 15 

Arg Asp Leu Ala Glu Met Gly Ser Pro Asp Ala Ala Ala Ala Val Arg 
40 20 25 30 

Lys Asp Arg Leu His Pro Arg Gin Val Lys Leu Leu Glu Thr Leu Ser 
35 40 45 

4 5 Glu Tyr Glu He Val Ser Pro He Arg Val Asn Ala Leu Gly Glu Pro 
50 55 60 

Phe Pro Thr Asn Val His Phe Lys Arg Thr Arg Arg Ser He Asn Ser 
65 70 75 80 

50 

Ala Thr Asp Pro Trp Pro Ala Phe Ala Ser Ser Ser Ser Ser Ser Thr 
85 90 95 

Ser Ser Gin Ala His Tyr Arg Leu Ser Ala Phe Gly Gin Gin Phe Leu 
55 100 105 110 

Phe Asn Leu Thr Ala Asn Ala Gly Phe He Ala Pro Leu Phe Thr Val 
115 120 125 

60 Thr Leu Leu Gly Thr Pro Gly Val Asn Gin Thr Lys Phe Tyr Ser Glu 
130 135 140 

Glu Glu Ala Glu Leu Lys His Cys Phe Tyr Lys Arg Leu Cys Gin Tyr 
145 150 155 160 

Gin Leu Arg Ala His Gly Arg His Gin Pro Leu Leu Arg Asn Glu His 
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165 170 175 

Lys Asn Arg Hie Ser Lye Asp Lys Lys Lys Thr Arg Ala Arg Lys Trp 
180 185 190 

5 

Gly Glu Arg lie Asn Leu Ala Gly Asp Val Ala Ala Leu Asn Ser Gly 
195 200 205 

Leu Ala Thr Glu Ala Phe Ser Ala Tyr Gly Asn Lys Thr Asp Asn Thr 
10 210 215 220 

Arg Glu Lys Arg Thr His Arg Arg Thr Lys Arg Phe Leu Ser Tyr Pro 
225 230 235 240 

15 Arg Phe Val Glu Val Leu Val Val Ala Asp Asn Arg Met Val Ser Tyr 
245 250 255 

His Gly Glu Asn Leu Gin His Tyr lie Leu Thr Leu Met Ser lie Val 
260 265 270 

20 

Ala Ser He Tyr Lys Asp Pro Ser He Gly Asn Leu He Asn He Val 
275 280 285 

He Val Asn Leu He Val He His Asn Glu Gin Asp Gly Pro Ser He 
25 290 295 300 

Ser Phe Asn Ala Gin Thr Thr Leu Lys Asn Phe Cys Gin Trp Gin His 
305 310 315 320 

3 0 Ser Asn Ser Pro Gly Gly He His His Asp Thr Ala Val Leu Leu Thr 

325 330 335 

Arg Gin Asp He Cys Arg Ala His Asp Lys Cys Asp Thr Leu Gly Leu 
340 345 350 

35 

Ala Glu Leu Gly Thr He Cys Asp Pro Tyr Arg Ser Cys Ser He Ser 
355 360 365 

Glu Asp Ser Gly Leu Ser Thr Ala Phe Thr He Ala His Glu Leu Gly 
40 370 375 380 

His Val Phe Asn Met Pro His Asp Asp Asn Asn Lys Cys Lys Glu Glu 
385 390 395 400 

4 5 Gly Val Lys Ser Pro Gin His Val Met Ala Pro Thr Leu Asn Phe Tyr 

405 410 415 

Thr Asn Pro Trp Met Trp Ser Lys Cys Ser Arg Lys Tyr He Thr Glu 
420 425 430 

50 

Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu Asn Glu Pro Glu Ser 
435 440 445 

Arg Pro Tyr Pro Leu Pro Val Gin Leu Pro Gly He Leu Tyr Asn Val 
55 450 455 460 

Asn Lys Gin Xaa Glu Leu He Phe Gly Pro Gly Ser Gin Val Cys Pro 
465 470 475 480 

60 Tyr Met Met Gin Cys Arg Arg Leu Trp Cys Asn Asn Val Asn Gly Val 
485 490 495 

His Lys Gly Cys Arg Thr Gin His Thr Pro Trp Ala Asp Gly Thr Glu 
500 505 510 

65 

Cys Glu' Pro Gly Lys His Cys Lys Xaa Gly Phe Cys Val Pro Lys Glu 
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515 520 525 

Met Asp Val Pro Val Thr Asp Gly Ser Trp Gly Ser Trp Ser Pro Phe 
530 535 540 

5 

Gly Thr Cys Ser Arg Thr Cys Gly Gly Gly He Lys Thr Ala He Arg 
545 550 555 560 

Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly Lys Tyr Cys Val Gly 
10 565 570 575 

Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu Pro Cys Leu Lys Gin 
580 585 590 

15 Lys Arg Asp Phe Arg Asp Glu Gin Cys Ala His Phe Asp Gly Lys His 
595 600 605 

Phe Asn He Asn Gly Leu Leu Pro Asn Val Arg Trp Val Pro Lys Tyr 
610 615 620 

20 

Ser Gly He Leu Met Lys Asp Arg Cys Lys Leu Phe Cys Arg Val Ala 
625 630 635 640 

Gly Asn Thr Ala Tyr Tyr Gin Leu Arg Asp Arg Val He Asp Gly Thr 
25 645 650 655 

Pro Cys Gly Gin Asp Thr Asn Asp He Cys Val Gin Gly Leu Cys Arg 
660 665 670 

30 Gin Ala Gly Cys Asp His Val Leu Asn Ser Lys Ala Arg Arg Asp Lys 
675 680 685 

Cys Gly Val Cys Gly Gly Asp Asn Ser Ser Cys Lys Thr Val Ala Gly 
690 695 700 

35 

Thr Phe Asn Thr Val His Tyr Gly Tyr Asn Thr Val Val Arg He Pro 
705 710 715 720 

Ala Gly Ala Thr Asn He Asp Val Arg Gin His Ser Phe Ser Gly Glu 
40 725 730 735 

Thr Asp Asp Asp Asn Tyr Leu Ala Leu Ser Ser Ser Lys Gly Glu Phe 
740 745 750 

4 5 Leu Leu Asn Gly Asn Phe Val Val Thr Met Ala Lys Arg Glu He Arg 
755 760 765 

He Gly Asn Ala Val Val Glu Tyr Ser Gly Ser Glu Thr Ala Val Glu 
770 775 780 

50 

Arg He Asn Ser Thr Asp Arg He Glu Gin Glu Leu Leu Leu Gin Val 
785 790 795 800 

Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val Arg Tyr Ser Phe Asn 
55 805 810 815 

He Pro He Glu Asp Lys Pro Gin Gin Phe Tyr Trp Asn Ser His Gly 
820 825 830 

60 Pro Trp Gin Ala Cys Ser Lys Pro Cys Gin Gly Glu Arg Lys Arg Lys 
835 840 845 

Leu Val Cys Thr Arg Glu Ser Asp Gin Leu Thr Val Ser Asp Gin Arg 
850 855 860 

65 

Cys Asp Arg Leu Pro Gin Pro Gly His - He Thr Glu Pro Cys Gly Thr 
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865 870 875 880 

Gly Cys Asp Leu Arg Trp His Val Ala Ser Arg Ser Glu Cys Ser Ala 
885 890 895 

5 

Gin Cys Gly Leu Gly Tyr Arg Thr Leu Asp lie Tyr Cys Ala Lys Tyr 
900 905 910 

Ser Arg Leu Asp Gly Lys Thr Glu Lys Val Asp Asp Gly Phe Cys Ser 
10 915 920 925 

Ser His Pro Lys Pro Ser Asn Arg Glu Lys Cys Ser Gly Glu Cys Asn 
930 935 940 

15 Thr Gly Gly Trp Arg Tyr Ser Ala Trp Thr Glu Cys Ser Lys Ser Cys 
945 950 955 960 

Asp Gly Gly Thr Gin Arg Arg Arg Ala lie Cys Val Asn Thr Arg Asn 
965 970 975 

20 

Asp Val Leu Asp Asp Ser Lys Cys Thr His Gin Glu Lys Val Thr He 
980 985 990 

Gin Arg Cys Ser Glu Phe Pro Cys Pro Gin Trp Lys Ser Gly Asp Trp 
25 995 1000 1005 

Ser Glu Cys Leu Val Thr Cys Gly Lys Gly His Lys His Ser Gin Val 
1010 1015 1020 

30 Trp Cys Gin Phe Gly Glu Asp Arg Leu Asn Asp Arg Met Cys Asp Pro 
1025 1030 1035 1040 

Glu Thr Lys Pro Thr Ser Met Gin Thr Cys Gin Gin Pro Glu Cys Ala 
1045 1050 1055 

35 

Ser Trp Gin Ala Gly Pro Trp Val Gin Cys Ser Val Thr Cys Gly Gin 
1060 1065 1070 

Gly Tyr Gin Leu Arg Ala Val Lys Cys He He Gly Thr Tyr Met Ser 
40 1075 1080 1085 

Val Val Asp Asp Asn Asp Cys Asn Ala Ala Thr Arg Pro Thr Asp Thr 
1090 1095 1100 

4 5 Gin Asp Cys Glu Leu Pro Ser Cys His Pro Pro Pro Ala Ala Pro Glu 
1105 1110 1115 1120 

Thr Arg Arg Ser Thr Tyr Ser Ala Pro Arg Thr Gin Trp Arg Phe Gly 
1125 1130 1135 

50 

Ser Trp Thr Pro Cys Ser Ala Thr Cys Gly Lys Gly Thr Arg Met Arg 
1140 1145 1150 

Tyr Val Ser Cys Arg Asp Glu Asn Gly Ser Val Ala Asp Glu Ser Ala 
55 1155 1160 1165 

Cys Ala Thr Leu Pro Arg Pro Val Ala Lys Glu Glu Cys Ser Val Thr 
1170 1175 1180 

60 Pro Cys Gly Gin Trp Lys Ala Leu Asp Trp Ser Ser Cys Ser Val Thr 
1185 1190 1195 1200 

Cys Gly Gin Gly Arg Ala Thr Arg Gin Val Met Cys Val Asn Tyr Ser 
1205 1210 1215 

65 

Asp His Val He Asp Arg Ser Glu Cys Asp Gin Asp Tyr He Pro Glu 
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1220 1225 1230 

Thr Asp Gin Asp Cys Ser Met Ser Pro Cys Pro Gin Arg Thr Pro Asp 
1235 1240 1245 

5 

Ser Gly Leu Ala Gin His Pro Phe Gin Asn Glu Asp Tyr Arg Pro Arg 
1250 1255 1260 

Ser Ala Ser Pro Ser Arg Thr His Val Leu Gly Gly Asn Gin Trp Arg 
10 1265 1270 1275 1280 

Thr Gly Pro Trp Gly Ala Cys Ser Ser Thr Cys Ala Gly Gly Ser Gin 
1285 1290 1295 

15 Arg Arg Val Val Val Cys Gin Asp Glu Asn Gly Tyr Thr Ala Asn Asp 
1300 1305 1310 

Cys Val Glu Arg lie Lys Pro Asp Glu Gin Arg Ala Cys Glu Ser Gly 
1315 1320 1325 

20 

Pro Cys Pro Gin Trp Ala Tyr Gly Asn Trp Gly Glu Cys Thr Lys Leu 
1330 1335 1340 

Cys Gly Gly Gly lie Arg Thr Arg Leu Val Val Ser Gin Arg Ser Asn 
25 1345 1350 1355 1360 

Gly Glu Arg Phe Pro Asp Leu Ser Cys Glu lie Leu Asp Lys Pro Pro 
1365 1370 1375 

30 Asp Arg Glu Gin Cys Asn Thr His Ala Cys Pro His Asp Ala Ala Trp 
1380 1385 1390 

Ser Thr Gly Pro Trp Ser Ser Cys Ser Val Ser Cys Gly Arg Gly His 
1395 1400 1405 

35 

Lys Gin Arg Asn Val Tyr Cys Met Ala Lys Asp Gly Ser His Leu Glu 
1410 1415 1420 

Ser Asp Tyr Cys Lys His Leu Ala Lys Pro His Gly His Arg Lys Cys 
40 1425 1430 1435 1440 

Arg Gly Gly Arg Cys .Pro Lys Trp Lys Ala Gly Ala Trp Ser Gin Cys 
1445 1450 1455 

45 Ser Val Ser Met Gly Arg Gly Val Gin Gin Arg His Val Gly Cys Gin 
1460 1465 1470 

lie Gly Thr His Lys He Ala Arg Glu Thr Glu Cys Asn Pro Tyr Thr 
1475 1480 1485 

50 

Arg Pro Glu Ser Glu Cys Glu Cys Gin Gly Pro Arg Cys Pro Leu Tyr 
1490 1495 1500 

Thr Trp Arg Ala Glu Glu Trp Gin .Glu- Cys Thr Lys Thr Cys Gly Glu 
55 1505 1510 1515 1520 

Gly Ser Arg Tyr Arg Lys Val Val Cys Val Asp Asp Asn Lys Asn Glu 
1525 1530 1535 

60 Val His Gly Ala Arg Cys -Asp Val Ser Lys- Arg Pro Val Asp Arg Glu 
» 1540 1545 1550 

Ser Cys Ser Leu Gin Pro Cys Glu Tyr Val Trp Thr Thr Gly Glu. Trp 
1555 1560 1565 

65 

Ser Glu Cys Ser* Val Thr Cys Gly Lys Gly Tyr Lys Gin Arg Leu Val 
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1570 1575 1580 

Ser Cys Ser Glu He Tyr Thr Gly Lys Glu Asn Tyr Glu Tyr Ser Tyr 

1585 1590 1595 1600 

5 

Gin Thr Thr He Asn Cys Pro Gly Thr Gin Pro Pro Ser Val His Pro 

1605 1610 1615 

Cys Tyr Leu Arg Glu Cys Pro Val Ser Ala Thr Trp Arg Val Gly Asn 
10 1620 1625 1630 

Trp Gly Ser Cys Ser Val Ser Cys Gly Val Gly Val Met Gin Arg Ser 
1635 1640 1645 

15 Val Gin Cys Leu Thr Asn Glu Asp Gin Pro Ser His Leu Cys His Thr 
1650 1655 1660 

Asp Leu Lys Pro Glu Glu Arg Lys Thr Cys Arg Asn Val Tyr Asn Cys 
1665 1670 1675 1660 

20 

Glu Leu Pro Gin Asn Cys Lys Glu Val Lys Arg Leu Lys Gly Ala Ser 
1685 1690 1695 

Glu Asp Gly Glu Tyr Phe Leu Met He Arg Gly Lys Leu Leu Lys He 
25 1700 1705 1710 

Phe Cys Ala Gly Met His Ser Asp His Pro Lys Glu Tyr Val Thr Leu 
1715 1720 1725 

30 Val His Gly Asp Ser Glu Asn Phe Ser Glu Val Tyr Gly His Arg Leu 
1730 1735 1740 

His Asn Pro Thr Glu Cys Pro Tyr Asn Gly Ser Arg Arg Asp Asp Cys 
1745 1750 1755 1760 

35 

Gin Cys Arg Lys Asp Tyr Thr Ala Ala Gly Phe Ser Ser Phe Gin Lys 
1765 1770 1775 

He Arg He Asp Leu Thr Ser Met Gin He He Thr Thr Asp Leu Gin 
40 1780 1785 1790 

Phe Ala Arg Thr Ser Glu Gly His Pro Val Pro Phe Ala Thr Ala Gly 
1795 1800 1805 

4 5 Asp Cys Tyr Ser Ala Ala Lys Cys Pro Gin Gly Arg Phe Ser He Asn 
1810 1815 1820 

Leu Tyr Gly Thr Gly Leu Ser Leu Thr Glu Ser Ala Arg Trp He Ser 
1825 1830 1835 1840 

50 

Gin Gly Asn Tyr Ala Val Ser Asp He Lys Lys Ser Pro Asp Gly Thr 
1845 1850 1855 

Arg Val Val Gly Lys Cys Gly Gly Tyr Cys Gly Lys Cys Thr Pro Ser 
55 1860 1865 1870 

Ser Gly Thr Gly Leu Glu Val Arg Val Leu 
1875 1880 

60 

<210> 14 
<211> 2625 
<212> DNA 
65 <213> Mus musculus ADAMTS-9 
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<220> 

<221> CDS 

<222> <2) . . (2623) 

5 <400> 14 

g cac act gcg gtc ate age etg tge tec gga atg atg ggc acg ttc cgc 49 

His Thr Ala Val He Ser Leu Cys Ser Gly Met Met Gly Thr Phe Arg 
15 10 15 

10 tot cac gat gga gat tat ttc att gaa cca ctg cag tct gtg gat gag 97 
Ser His Asp Gly Asp Tyr Phe He Glu Pro Leu Gin Ser Val Asp Glu 
20 .25 30 

caa gag gat gaa gag gaa caa aac aaa ccc cac att att tat agg cac 
15 Gin Glu Asp Glu Glu Glu Gin Asn Lys Pro His He He Tyr Arg His 
35 40 45 

age aee ect cag agg gaa ccc tec aca gga aag cat gcc tgt gee acc 
Ser Thr Pro Gin Arg Glu Pro Ser Thr Gly Lys His Ala Cys Ala Thr 
20 50 55 60 

tea gaa etc aaa aat agt eae agt aaa gac aag egg aaa ate aga atg 241 
Ser Glu Leu Lys Asn Ser His Ser Lys Asp Lys Arg Lys He Arg Met 
65 70 75 80 



25 



30 aag age ggt ttg gca aca aag gtg etc tct ggc tat age aae cag aca 
Lys Ser Gly Leii Ala Thr Lys Val Leu Ser Gly Tyr Ser Asn Gin Thr 
100 105 110 



gtt tta tac eae gga gea aac ett caa eat tat ate tta acc tta atg 
Val Leu Tyr His Gly Ala Asn Leu Gin His Tyr He Leu Thr Leu Met 
145 150 155 160 



tgg cag cac tea aag aac tac ttg ggt ggg att cag eae gac aca gee 
Trp Gin His Ser Lys Asn Tyr Leu Gly Gly He Gin His Asp Thr Ala 
60 210 215 220 

gtt etg gtc aca agg gaa gat ate tge aga get cag gac aaa tgt gac 
Val Leu Val Thr Arg Glu Asp He Cys Arg Ala Gin Asp Lys Cys Asp 
225 230 235 240 



65 



14 5 



193 



ega aaa egg aga aag agg aat age ctg get gac gac gtg gca ctg eta 289 
Arg Lys Arg Arg Lys Arg Asn Ser Leu Ala Asp Asp Val Ala Leu Leu 
85 90 95 



337 



aac aac aca agg gac aga tgg aac cac aaa aga acc aaa cgc ttt ctg 385 

35 Asn Asn Thr Arg Asp Arg Trp Asn His Lys Arg Thr Lys Arg Phe Leu 

115 120 125 

tec tac cca egg ttt gta gag gtg atg gtg gtg get gac cac agg atg 433 

Ser Tyr Pro Arg Phe Val Glu Val Met Val Val Ala Asp His Arg Met 

40 130 135 140 



481 



45 

tec att gta get tct ate tat aaa gac tea agt att gga aat tta att 529 

Ser He Val Ala Ser He Tyr Lys Asp Ser Ser He Gly Asn Leu He 
165 170 175 

50 aat att gtt att gtg aac tta gtt gtg att cat aat gaa cag gaa gga 577 

Asn He Val He Val Asn Leu Val Val He His Asn Glu Gin Glu Gly 
180 185 190 

ect tac ata aat ttc aat gcc cag aca aca tta aag aac ttt tge cag 625 

55 Pro Tyr He Asn Phe Asn Ala Gin Thr Thr Leu Lys Asn Phe Cys Gin 
195 200 205 



acc tta ggt ctt get gaa ctg gga acc att tge gac ccc tac cga age 



673 



721 



769 
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Thr Leu Gly Leu Ala Glu Leu Gly Thr lie Cys Asp Pro Tyr Arg Ser 
245 250 255 

tgt tec att age gaa gac agt ggg ctg age aca get ttc aca ata gcf 817 
5 Cys Ser lie Ser Glu Asp Ser Gly Leu Ser Thr Ala Phe Thr He Ala 
260 265 270 

cac gag ctg ggc cat gtg ttt aat atg cct cac gat gac age aat aaa 865 
His Glu Leu Gly His Val Phe Asn Met Pro His Asp Asp Ser Asn Lys 
10 275 280 285 

tgc aaa gaa gaa gga gtt aag agt ccc cag cat gtc atg gca eca aca 913 
Cys Lys Glu Glu Gly Val Lys Ser Pro Gin His Val Met Ala Pro Thr 
290 295 300 

15 

ctg aac ttc tac acc aac ccc tgg atg tgg tea aag tgc agt egg aaa 961 
Leu Asn Phe Tyr Thr Asn Pro Trp Met Trp Ser Lys Cys Ser Arg Lys 
305 310 315 320 

20 tac ate act gag ttc eta gac act ggg tac gga gag tgc ttg ctg aat 1009 
Tyr He Thr Glu Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu Asn 
325 330 335 

gaa cct gca tec agg acc tat cct ttg cct tec caa ctg ccc ggc ctt 1057 
25 Glu Pro Ala Ser Arg Thr Tyr Pro Leu Pro Ser Gin Leu Pro Gly Leu 
340 345 350 

etc tac aac gtg aat aaa caa tgt gaa ctg att ttt ggg cca ggc tct 1105 
Leu Tyr Asn Val Asn Lys Gin Cys Glu Leu He Phe Gly Pro Gly Ser 
30 355 360 365 

caa gtg tgc ccc tat atg atg cag tgc aga egg etc tgg tgc aat aat 1153 
Gin Val Cys Pro Tyr Met Met Gin Cys Arg Arg Leu Trp Cys Asn Asn 
370 375 380 

35 

gtg gat gga gca cac aaa ggc tgc aag act cag cac aeg ccc tgg gca 1201 
Val Asp Gly Ala His Lys Gly Cys Lys Thr Gin His Thr Pro Trp Ala 
385 390 395 400 

40 gat gga acc gag tgt gag cct gga aag cac tgc aag ttt gga ttt tgt 1249 
Asp Gly Thr Glu Cys Glu Pro Gly Lys His Cys Lys Phe Gly Phe Cys 
405 410 415 

gtt ccc aaa gaa atg gag ggc cct gca att gat gga tec tgg gga ggt 1297 
4 5 Val Pro Lys Glu Met Glu Gly Pro Ala He Asp Gly Ser Trp Gly Gly 
420 425 430 

tgg age cac ttt ggg acc tgc tea aga acg tgt gga gga ggc ate aaa 1345 
Trp Ser His Phe Gly Thr Cys Ser Arg Thr Cys Gly Gly Gly He Lys 
50 435 440 445 

aca gee ate aga gag tgc aac aga cca gag cca aaa aat ggt ggg aag 1393 

Thr Ala He Arg Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly Lys 

450 455 460 

55 

tac tgt gta gga agg aga atg aag ttc aaa tec tgc aac acg gag ccc 1441 

Tyr Cys Val Gly Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu Pro 

465 470 475 480 

60 tgc atg aag cag aag cga gac ttc cga gag gag cag tgt get cac ttt 1489 
Cys Met Lys Gin Lys Arg Asp Phe Arg Glu Glu Gin Cys Ala His Phe 
485 490 495 

gat ggc aaa cac ttc aac ate aat ggt ctg ctg ccc age gta cgc tgg 1537 
65 Asp Gly Lys His Phe Asn He Asn Gly Leu Leu Pro Ser Val Arg Trp. 

500 505 510 
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ttt cct aag tac age gga att ttg atg aag gac egg tge aag ttg ttc 1585 
Phe Pro Lys Tyr Ser Gly lie Leu Met Lys Asp Arg Cys Lys Leu Phe 
515 520 525 

5 

tgc aga gtg gca gga aac aca gcc tac tac cag etc cga gac aga gtg 1633 
Cys Arg Val Ala Gly Asn Thr Ala Tyr Tyr Gin Leu Arg Asp Arg Val 
530 535 540 

10 att gac gga acc cct tgt ggc cag gac aca aat gac ate tgt gtc caa 1681 
lie Asp Gly Thr Pro Cys Gly Gin Asp Thr Asn Asp lie Cys Val Gin 
545 550 555 560 

ggc ctt tgc egg caa get gga tgt gat cat att tta aac tea aag gtc 1729 
15 Gly Leu Cys Arg Gin Ala Gly Cys Asp His lie Leu Asn Ser Lys Val 
565 570 575 

egg aaa gat aaa tgt ggg att tgt ggt gga gat aat tct tea tgc aaa 1777 
Arg Lys Asp Lys Cys Gly lie Cys Gly Gly Asp Asn Ser Ser Cys Lys 
20 580 585 590 

aca gtg gca gga aca ttt aac act gtc cat tat ggt tac aat act gtt 1825 
Thr Val Ala Gly Thr Phe Asn Thr Val His Tyr Gly Tyr Asn Thr Val 
595 600 605 

25 

gtc cga att eeg get ggt get ace age att gac gtg cgt cag cac age 1873 
Val Arg lie Pro Ala Gly Ala Thr Ser lie Asp Val Arg Gin His Ser 
610 615 620 

30 ttc tea ggg aag tct gag gat gac aac tac eta get tta tea aac agt 1921 
Phe Ser Gly Lys Ser Glu Asp Asp Asn Tyr Leu Ala Leu Ser Asn Ser 
625 630 635 640 

aaa ggt gaa ttc etg eta aat gga gac ttt gtt gtc tee atg tec aaa 1969 
3 5 Lys Gly Glu Phe Leu Leu Asn Gly Asp Phe Val Val Ser Met Ser Lys 
645 650 655 

agg gag gtc cgc gtg ggg age gcc gtc att gag tac age gga teg gac 2017 
Arg Glu Val Arg Val Gly Ser Ala Val lie Glu Tyr Ser Gly Ser Asp 
40 660 665 670 

aat gtg tgt gaa aga etg aac tgt aeg gac cgt ate gag gaa gaa ctt 2065 

Asn Val Cys Glu Arg Leu Asn Cys Thr Asp Arg lie Glu Glu Glu Leu 

675 680 685 

45 

etc ctt cag gtg ttg tec gtg gga aag etg tat aac eca gat gtg egg 2113 

Leu Leu Gin Val Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val Arg 

690 695 700 

50 tac tea ttc aat att ccc att gag gac aaa cct cag caa ttt tac tgg 2161 
Tyr Ser Phe Asn lie Pro lie Glu Asp Lys Pro Gin Gin Phe Tyr Trp 
705 710 715 720 

aac agt cac ggg ccg tgg caa gca tgc age aag ccc tgc caa ggg gag 2209 
55 Asn Ser His Gly Pro Trp Gin Ala Cys Ser Lys Pro Cys Gin Gly Glu 
725 730 735 

egg aga eca aaa ctt gtt tgc acc agg gag tct gat cag eta ace gtt 2257 
Arg Arg Pro Lys Leu Val Cys Thr Arg Glu Ser Asp Gin Leu Thr Val 
60 740 745 750 

tct gat caa aga tgt gac egg etg ccc cag eca gga cct gtc act gaa 2305 

Ser Asp Gin Arg Cys Asp Arg Leu Pro Gin Pro Gly Pro Val Thr Glu 

755 760 765 

65 

gcg tgc ggc aca gac tgt gac ttg agg tgg cac gtt gcc age aag age 2353 



BNSOOCIO: <WO 0tn074A2J.> 



wo 01/1 1074 



45 



PCT/USOO/21223 



Ala Cys Gly Thr Asp Cys Asp Leu Arg Trp His Val Ala Ser Lys Ser 
770 775 780 

gaa tgc agt gcc cag tgt ggt ttg ggc tac cgt act tta gac ate cac- 2401 
5 Glu Cys Ser Ala Gin Cys Gly Leu Gly Tyr Arg Thr Leu Asp He His 
785 790 795 800 

tgt gcc aaa tac age agg atg gac ggg aag acg gag aag gtg gat gac 2449 
Cys Ala Lys Tyr Ser Arg Met Asp Gly Lys Thr Glu Lys Val Asp Asp 
10 805 810 815 

agt ttc tgt age agt caa ccc aga ccg agt aac cag gag aaa tgc tea 24 97 

Ser Phe Cys Ser Ser Gin Pro Arg Pro Ser Asn Gin Glu Lys Cys Ser 

820 825 830 

15 

gga gag tgc age aca ggt gga tgg cgc tat tea gcc tgg acc gaa tgt 2545 

Gly Glu Cys Ser Thr Gly Gly Trp Arg Tyr Ser Ala Trp Thr Glu Cys 

835 840 845 

20 tct aga age tgt gat ggt ggt acc cac aga aga aga gca att tgt gtc 2593 
Ser Arg Ser Cys Asp Gly Gly Thr His Arg Arg Arg Ala He Cys Val 
850 855 860 

aac acc cgc aat gat gtc ctg gat gac age aa 2625 
2 5 Asn Thr Arg Asn Asp Val Leu Asp Asp Ser 
865 870 

<210> 15 
30 <211> 874 
<212> PRT 

<213> Mus musculus ADAMTS-9 
<400> 15 

35 His Thr Ala Val He Ser Leu Cys Ser Gly Met Met Gly Thr Phe Arg 
15 10 15 

Ser His Asp Gly Asp Tyr Phe He Glu Pro Leu Gin Ser Val Asp Glu 
20 25 30 

40 

Gin Glu Asp Glu Glu Glu Gin Asn Lys Pro His He He Tyr Arg His 
- 35 40 45 

Ser Thr Pro Gin Arg Glu Pro Ser Thr Gly Lys His Ala Cys Ala Thr 
45 50 55 60 

Ser Glu Leu Lys Asn Ser His Ser Lys Asp Lys Arg Lys He Arg Met 
65 70 75 80 

50 Arg Lys Arg Arg Lys Arg Asn Ser Leu Ala Asp Asp Val Ala Leu Leu 

85 90 95 

Lys Ser Gly Leu Ala Thr Lys Val Leu Ser Gly Tyr Ser Asn Gin Thr 
100 105 110 

55 

Asn Asn Thr Arg Asp Arg Trp Asn His Lys Arg Thr Lys Arg Phe Leu 
115 120 125 

Ser Tyr Pro Arg Phe Val Glu Val Met Val val Ala Asp His Arg Met 
60 130 135 140 

Val Leu Tyr His Gly Ala Asn Leu Gin His Tyr He Leu Thr Leu Met 
145 150 155 160 

65 Ser He Val Ala Ser He Tyr Lys Asp Ser Ser He Gly Asn Leu He 
165 170 175 
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Asn lie Val lie Val Asn Leu Val Val lie His Asn Glu Gin Glu Gly 
180 185 190 

5 Pro Tyr He Asn Phe Asn Ala Gin Thr Thr Leu Lys Asn Phe Cys Gin. 
195 200 205 

Trp Gin His Ser Lys Asn Tyr Leu Gly Gly He Gin His Asp Thr Ala 
210 215 220 

10 

Val Leu Val Thr Arg Glu Asp He Cys Arg Ala Gin Asp Lys Cys Asp 
225 230 235 240 

Thr Leu Gly Leu Ala Glu Leu Gly Thr lie Cys Asp Pro Tyr Arg Ser 
15 245 250 255 

Cys Ser He Ser Glu Asp Ser Gly Leu Ser Thr Ala Phe Thr He Ala 
260 265 270 

20 His Glu Leu Gly His Val Phe Asn Met Pro His Asp Asp Ser Asn Lys 
275 280 285 

Cys Lys Glu Glu Gly Val Lys Ser Pro Gin His Val Met Ala Pro Thr 
290 295 300 

25 

Leu Asn Phe Tyr Thr Asn Pro Trp Met Trp Ser Lys Cys Ser Arg Lys 
305 310 315 320 

Tyr He Thr Glu Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu Asn 
30 325 330 335 

Glu Pro Ala Ser Arg Thr Tyr Pro Leu Pro Ser Gin Leu Pro Gly Leu 
340 345 350 

35 Leu Tyr Asn Val Asn Lys Gin Cys Glu Leu He Phe Gly Pro Gly Ser 
355 360 365 

Gin Val Cys Pro Tyr Met Met Gin Cys Arg Arg Leu Trp Cys Asn Asn 
370 375 380 

40 

Val Asp Gly Ala His Lys Gly Cys Lys Thr Gin His Thr Pro Trp Ala 
385 390 395 400 

Asp Gly Thr Glu Cys Glu Pro Gly Lys His Cys Lys Phe Gly Phe Cys 
45 405 410 415 

Val Pro Lys Glu Met Glu Gly Pro Ala He Asp Gly Ser Trp Gly Gly 
420 425 430 

50 Trp Ser His Phe Gly Thr Cys Ser Arg Thr Cys Gly Gly Gly He Lys 
435 440 445 

Thr Ala He Arg Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly Lys 
450 455 460 

55 

Tyr Cys Val Gly Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu Pro 
465 470 475 480 

Cys Met Lys Gin Lys Arg Asp Phe Arg Glu Glu Gin Cys Ala His Phe 
60 485 490 495 

Asp Gly Lys His Phe Asn He Asn Gly Leu Leu Pro Ser Val Arg Trp 
500 505 510 

65 Phe Pro Lys Tyr Ser Gly He Leu Met Lys Asp Arg Cys Lys Leu Phe 
515 520 525 
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Cys Arg Val Ala Gly Asn Thr Ala Tyr Tyr Gin Leu Arg Asp Arg Val 

530 535 540 

5 lie Asp Gly Thr Pro Cys Gly Gin Asp Thr Asn Asp lie Cys Val Gin 
545 550 555 560 

Gly Leu Cys Arg Gin Ala Gly Cys Asp His lie Leu Asn Ser Lys Val 
565 570 575 

10 

Arg Lys Asp Lys Cys Gly lie Cys Gly Gly Asp Asn Ser Ser Cys Lys 
580 585 590 

Thr Val Ala Gly Thr Phe Asn Thr Val His Tyr Gly Tyr Asn Thr Val 
15 595 600 605 

Val Arg lie Pro Ala Gly Ala Thr Ser lie Asp Val Arg Gin His Ser 
610 615 620 

20 Phe Ser Gly Lys Ser Glu Asp Asp Asn Tyr Leu Ala Leu Ser Asn Ser 
625 630 635 640 

Lys Gly Glu Phe Leu Leu Asn Gly Asp Phe Val Val Ser Met Ser Lys 
645 650 655 

25 

Arg Glu Val Arg Val Gly Ser Ala Val He Glu Tyr Ser Gly Ser Asp 
660 665 670 

Asn Val Cys Glu Arg Leu Asn Cys Thr Asp Arg He Glu Glu Glu Leu 
30 675 680 685 

Leu Leu Gin Val Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val Arg 

690 695 700 

3 5 Tyr Ser Phe Asn He Pro He Glu Asp Lys Pro Gin Gin Phe Tyr Trp 
705 710 715 720 

Asn Ser His Gly Pro Trp Gin Ala Cys Ser Lys Pro Cys Gin Gly Glu 
725 730 735 

40 

Arg Arg Pro Lys Leu Val Cys Thr Arg Glu Ser Asp Gin Leu Thr Val 
740 745 750 

Ser Asp Gin Arg Cys Asp Arg Leu Pro Gin Pro Gly Pro Val Thr Glu 
45 755 760 765 

Ala Cys Gly Thr Asp Cys Asp Leu Arg Trp His Val Ala Ser Lys Ser 
770 775 780 

50 Glu Cys Ser Ala Gin Cys Gly Leu Gly Tyr Arg Thr Leu Asp He His 
785 790 795 800 

Cys Ala Lys Tyr Ser Arg Met Asp Gly Lys Thr Glu Lys Val Asp Asp 
805 810 815 

55 

Ser Phe Cys Ser Ser Gin Pro Arg Pro Ser Asn Gin Glu Lys Cys Ser 
820 825 830 

Gly Glu Cys Ser Thr Gly Gly Trp Arg Tyr Ser Ala Trp Thr Glu Cys 
60 835 840 845 

Ser Arg Ser Cys Asp Gly Gly Thr His Arg Arg Arg Ala He Cys Val 
850 855 860 

65 Asn Thr Arg Asn Asp Val Leu Asp Asp Ser 
865 870 
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<210> 


16 


5 


<211> 


3885 




<212> 


DNA 




<213> 


Homo 1 




<220> 




10 


<221> 


CDS 




<222> 


(1) . . 




<400> 


16 




tea cgc acg 



15 Ser Arg Thr Pro Ser Gly Leu Lys Met Ser Ser Cys Pro Val Trp Arg 

1 5 ■ 10 15 



gag aaa ccg tgg aaa ggg egg eea tgg tgg ctg egg ace ttg aag cca 
Glu Lys Pro Trp Lys Gly Arg Pro Trp Trp Leu Arg Thr Leu Lys Pro 
60 180 185 190 



48 



get atg aga teg cct tee cca ccc gcg tgg ace aca acg ggg cac tgc 96 
Ala Met Arg Ser Pro Ser Pro Pro Ala Trp Thr Thr Thr Gly His Cys 
20 20 25 30 

tgg cct tct cgc cac etc etc ccc gga gea gcg ccg egg cac ggg ggc 144 

Trp Pro Ser Arg His Leu Leu Pro Gly Ala Ala Pro Arg His Gly Gly 

35 40 45 

25 

cac age cga gtc ccg cct ctt eta caa agt ggc etc gee age ace cac 192 

His Ser Arg Val Pro Pro Leu Leu Gin Ser Gly Leu Ala Ser Thr His 

50 55 60 

30 tte ctg ctg aac ctg acc cgc age tec cgt eta ctg gca ggg cgc gtc 240 
Phe Leu Leu Asn Leu Thr Arg Ser Ser Arg Leu Leu Ala Gly Arg Val 
65 70 75 80 

tec gtg gag tac tgg aca egg gag ggc ctg gcc tgg cag agg gcg gee 288 
35 Ser Val Glu Tyr Trp Thr Arg Glu Gly Leu Ala Trp Gin Arg Ala Ala 

85 90 95 

egg ccc cac tgc etc tac get ggt cac ctg cag ggc cag gcc age age 336 
Arg Pro His Cys Leu Tyr Ala Gly His Leu Gin Gly Gin Ala Ser Ser 
40 100 105 110 

tec cat gtg gee ate age acc tgt gga ggc ctg cac ggc ctg ate gtg 384 

Ser His Val Ala lie Ser Thr Cys Gly Gly Leu His Gly Leu lie Val 

115 120 125 

45 

gca gac gag gaa gag tac ctg att gag ccc ctg cac ggt ggg ccc aag 432 

Ala Asp Glu Glu Glu Tyr Leu lie Glu Pro Leu His Gly Gly Pro Lys 

130 135 140 

50 ggt tct egg age ccg gag gaa agt gga cca cat tgt gtg tac aag cgt 480 
Gly Ser Arg Ser Pro Glu Glu Ser Gly Pro His Cys Val Tyr Lys Arg 
145 150 155 160 

tec tct ctg cgt cac ccc cac ctg gac aca gcc tgt gga gtg aga gat 528 
55 Ser Ser Leu Arg His Pro His Leu Asp Thr Ala Cys Gly Val Arg Asp 

165 170 175 



576 



624 



ccg cct gcc aga ccc ctg ggg aat gaa aca gag cgt ggc cag cca ggc 
Pro Pro Ala Arg Pro Leu Gly Asn Glu Thr Glu Arg Gly Gin Pro Gly 
195 200 205 

65 

ctg aag cga teg gtc age cga gag cgc tac gtg gag acc atg gat gtg 672 
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Leu Lys Arg Ser Val Ser Arg Glu Arg Tyr Val Glu Thr Met Asp Val 
210 215 220 



get gac aag atg atg gtg gcc tat cac ggg cgc egg gat gtg gag cag- 
5 Ala Asp Lys Met Met Val Ala Tyr His Gly Arg Arg Asp Val Glu Gin 
225 230 235 240 



720 



tat gtc ctg gcc ate atg aac att gtt gcc aaa ctt ttc cag gac teg 
Tyr Val Leu Ala lie Met Asn lie Val Ala Lys Leu Phe Gin Asp Ser 
10 245 250 255 



768 



15 



agt ctg gga age ace gtt aac ate etc gta act cgc etc ate ctg etc 816 
Ser Leu Gly Ser Thr Val Asn lie Leu Val Thr Arg Leu lie Leu Leu 
260 265 270 

acg gag gac cag ecc act ctg gag ate acc cac cat gcc ggg aag tec 864 
Thr Glu Asp Gin Pro Thr Leu Glu lie Thr His His Ala Gly Lys Ser 
275 280 285 



2 0 eta gac age ttc tgt aag tgg cag aaa tee ate gtg aac eae age ggc 
Leu Asp Ser Phe Cys Lys Trp Gin Lys Ser lie Val Asn His Ser Gly 
290 295 300 



912 



cat ggc aat gee att eca gag aac ggt gtg get aac cat gac aca gca 
25 His Gly Asn Ala He Pro Glu Asn Gly Val Ala Asn His Asp Thr Ala 
305 310 315 320 



960 



gtg etc ate aca cgc tat gac ate' tgc ate tac aag aac aaa ccc tgc 
Val Leu He Thr Arg Tyr Asp lie Cys He Tyr Lys Asn Lys Pro Cys 
30 325 330 335 



1008 



35 



ggc aca eta ggc ctg gcc egg tgg gcg gaa tgt gtg age gcg aga gaa 1056 

Gly Thr Leu Gly Leu Ala Arg Trp Ala Glu Cys Val Ser Ala Arg Glu 
340 345 350 

get gca gcg tea atg agg aca ttg get gcc aca age gtt cac cat tgc 1104 

Ala Ala Ala Ser Met Arg Thr Leu Ala Ala Thr Ser Val His His Cys 
355 360 365 



4 0 cac gag ate ggg cac aca ttc ggc atg aac cat gac ggc gtg gga aac 
His Glu He Gly His Thr Phe Gly Met Asn His Asp Gly Val Gly Asn 
370 375 380 



1152 



age tgt ggg gcc cgt ggt cag gac eca gcc aag etc atg get gcc cac 
4 5 Ser Cys Gly Ala Arg Gly Gin Asp Pro Ala Lys Leu Met Ala Ala His 
385 ^ 390 395 400 



1200 



att ace atg aag ace aac eca ttc gtg tgg tea tec tgc aac cgt gac 
He Thr Met Lys Thr Asn Pro Phe Val Trp Ser Ser Cys Asn Arg Asp 
50 405 410 415 



1248 



55 



tac ate ace age ttt eta gac teg ggc ctg ggg etc tgc ctg aac aac 1296 
Tyr He Thr Ser Phe Leu Asp Ser Gly Leu Gly Leu Cys Leu Asn Asn 
420 425 430 

egg ccc ccc aga cag gac ttt gtg tac ccg aca gtg gca ceg ggc caa 1344 
Arg Pro Pro Arg Gin Asp Phe Val Tyr Pro Thr Val Ala Pro Gly Gin 
435 440 445 



60 gee tac gat gca gat gag caa tgc cgc ttt cag cat gga gtc aaa teg 
Ala Tyr Asp Ala Asp Glu Gin Cys Arg Phe Gin His Gly Val Lys Ser 
450 455 460 



1392 



cgt cag tgt aaa tac ggg. gag gtc tgc age gag ctg tgg tgt ctg age 
65 Arg Gin Cys Lys Tyr Gly Glu Val Cys Ser Glu Leu Trp Cys Leu Ser 
465 470 475 480 



1440 
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aag age aac egg cgc ate ace aac age ate ccg gee gee gag ggc acg 1488 
Lys Ser Asn Arg Cys lie Thr Asn Ser lie Pro Ala Ala Glu Gly Thr 
465 490 495 

5 

ccg tgc cag acg cac acc ate gac aag ggg tgg tgc tac aaa egg gtc 1536 
Leu Cys cm Thr His Thr lie Asp Lys Gly Trp Cys Tyr Lys Arg Val 
. 500 505 510 . 

10 tgt gtc ccc ttt ggg teg ege eca gag ggt gtg gac gga gcc tgg ggg 1584 
Cys Val Pro Phe Gly Ser Arg Pro Glu Gly Val Asp Gly Ala Trp Gly 
515 520 525 

ccg tgg act cea tgg gge gac tgc age egg aee tgt ggc ggc ggc gtg 1632 
15 Pro Trp Thr Pro Trp Gly Asp Cys Ser Arg Thr Cys Gly Gly Gly Val 
530 535 540 

tec tct tet agt cgt cae tgc gac age ccc agg cea aec ate ggg gge 1680 
Ser Ser Ser Ser Arg His Cys Asp Ser Pro Arg Pro Thr lie Gly Gly 
20 545 550 555 - 560 

aag tac tgt ctg ggt gag aga agg egg cac cgc tec tgc aac acg gat 1728 

Lys Tyr Cys Leu Gly Glu Arg Arg Arg His Arg Ser Cys Asn Thr Asp 

565 570 575 

25 

gac tgt ccc ccc ggc tec cag gac tte aga gaa gtg cag tgt get gaa 1776 

Asp Cys Pro Pro Gly Ser Gin Asp Phe Arg Glu Val Gin Cys Ala Glu 
580 585 590 

30 ttt gac age ate cct ttc cgt ggg aaa tte tac aag tgg aaa acg tac 1824 
Phe Asp Ser lie Pro Phe Arg Gly Lys Phe Tyr Lys Trp Lys Thr Tyr 
595 600 605 

egg gga ggg ggc gtg aag gee tgc teg etc acg age eta gcg gaa ggc 1872 
35 Arg Gly Gly Gly Val Lys Ala Cys Ser Leu Thr Ser Leu Ala Glu Gly 
610 615 620 

ttc aac ttc tac acg gag agg gcg gea gcc gtg gtg gac ggg aca ccc 1920 
Phe Asn Phe Tyr Thr Glu Arg Ala Ala Ala Val Val Asp Gly Thr Pro 
40 625 630 635 640 

tgc cgt cea gac acg gtg gac att tgc gtc agt ggc gaa tgc aag cac 1968 

Cys Arg Pro Asp Thr Val Asp lie Cys Val Ser Gly Glu Cys Lys His 

645 650 655 

45 

gtg ggc tgc gac ega gtc ctg ggc tec gac ctg egg gag gac aag tgc 2016 

Val Gly Cys Asp Arg val Leu Gly Ser Asp Leu Arg Glu Asp Lys Cys 

660 665 670 



50 ega gtg tgt ggc ggt gac ggc agt gee tgc gag ace ate gag ggc gtc 
Arg Val Cys Gly Gly Asp Gly Ser Ala Cys Glu Thr lie Glu Gly Val 
675 680 685 



ccc aaa ggc tee gtc cac ate tte ate cag gat ctg aac etc tct etc 

Pro Lys Gly Ser Val His lie Phe lie Gin Asp Leu Asn Leu Ser Leu 

60 705 710 715 720 

agt cac ttg gcc ctg aag gga gac cag gag tec ctg ctg ctg gag ggg 

Ser His Leu Ala Leu Lys Gly Asp Gin Glu Ser Leu Leu Leu Glu Gly 

725 730 735 

65 

ctg cct ggg acc ccc cag ccc cac cgt ctg cct eta get ggg acc acc 



2064 



ttc age cea gcc tea cct ggg gcc ggg tac gag gat gtc gtc tgg att 2112 
55 Phe Ser Pro Ala Ser Pro Gly Ala Gly Tyr Glu Asp Val Val Trp lie 
690 695 700 



2160 



2208 



2256 
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Leu Pro Gly Thr Pro Gin Pro His Arg Leu Pro Leu Ala Gly Thr Thr 
740 745 750 

ttt caa ctg cga cag ggg cca gac cag gtc cag age etc gaa gee etg 2304 
5 Phe Gin Leu Arg Gin Gly Pro Asp Gin Val Gin Ser Leu Glu Ala Leu 
755 760 765 

gga ecg att aat gea tct etc ate gtc atg gtg ctg gee egg ace gag 2352 
Gly Pro lie Asn Ala Ser Leu He Val Met Val Leu Ala Arg Thr Glu 
10 770 775 780 

ctg cet gee etc cgc tae cgc tte aat gee eee ate gcc cgt gac teg 2400 

Leu Pro Ala Leu Arg Tyr Arg Phe Asn Ala Pro He Ala Arg Asp Ser 

785 790 795 800 

15 

Ctg cec eee tac tec tgg cae tat gcg ecc tgg ace aag tgc teg gee 244 8 

Leu Pro Pro Tyr Ser Trp His Tyr Ala Pro Trp Thr Lys Cys Ser Ala 

805 810 815 

20 cag tgt gea gge ggt age cag gtg cag gcg gtg gag tgc cgc aac cag 24 96 
Gin Cys Ala Gly Gly Ser Gin Val Gin Ala Val Glu Cys Arg Asn Gin 
820 825 830 

etg gac age tec gcg gtc gee eee eac tae tgc agt gee cae age aag 2544 
25 Leu Asp Ser Ser Ala Val Ala Pro His Tyr Cys Ser Ala His Ser Lys 
835 840 845 

etg eee aaa agg cag cgc gee tgc aac aeg gag cet tgc cct cca gac 2592 
Leu Pro Lys Arg Gin Arg Ala Cys Asn Thr Glu Pro Cys Pro Pro Asp 
30 850 855 860 

tgg gtt gta ggg aac tgg teg etc tgc age cgc age tgc gat gea ggc 2640 

Trp Val Val Gly Asn Trp Ser Leu Cys Ser Arg Ser Cys Asp Ala Gly 
865 870 875 880 

35 

gtg cgc agt acg teg gtc gtg tgc cag cgc cgc gtc tct gcc gcg gag 2688 

Val Arg Ser Thr Ser Val Val Cys Gin Arg Arg Val Ser Ala Ala Glu 
885 890 895 

40 gag aag gcg etg gac gac age gea tgc ecg cag ceg cgc cca cct gta 2736 
Glu Lys Ala Leu Asp Asp Ser Ala Cys Pro Gin Pro Arg Pro Pro Val 
900 905 910 

ctg gag gcc tgc cae ggc eee act tgc cet ceg gag tgg gea ace etc 2784 
45 Leu Glu Ala Cys His Gly Pro Thr Cys Pro Pro Glu Trp Ala Thr Leu 
915 920 925 

gac tgg tct gag tgt acc cca age tgt ggg cct ggt etc cgc cae cga 2832 
Asp Trp Ser Glu Cys Thr Pro Ser Cys Gly Pro Gly Leu Arg His Arg 
50 930 935 940 

gtg gtc ett tgt aag agt gea gat caa cga tct act etg cce cct ggg 2880 

Val Val Leu Cys Lys Ser Ala Asp Gin Arg Ser Thr Leu Pro Pro Gly 

945 950 955 960 

55 

eac tgc ett cct gea gee aag cca cca tct act atg cga tgt aac ttg 2928 

His Cys Leu Pro Ala Ala Lys Pro Pro Ser Thr Met Arg Cys Asn Leu 
965 970 975 

60 cgc cgc tgc cct cct gcc cgc tgg gtg acc agt gag tgg ggt gag tgt 2976 
Arg Arg Cys Pro Pro Ala Arg Trp Val Thr Ser Glu Trp Gly Glu Cys 
980 985 990 

tec aca cag tgt ggc etc ggc cag cag cag cgc aca gtg cgc tgc ace 3024 
65 Ser Thr Gin Cys Gly Leu Gly Gin Gin Gin Arg Thr Val Arg Cys Thr 
995 1000 1005 



BNSDOCID: <WO 01 1 1074A2_L> 



wo 01/11074 PCT/US00y21223 

52 



age cac acc ggc cag cca tct cga gag tgc act gaa gcc ttg egg cca 3 072 

Ser His Thr Gly Gin Pro Ser Arg Glu Cys Thr Glu Ala Leu Arg Pro 
1010 1015 1020 

5 

tec acc atg cag cag tgt gag gcc aag tgt gac agt gtg gtg ccg cet 3120 

Ser Thr Met Gin Gin Cys Glu Ala Lys Cys Asp Ser val Val Pro Pro 
1025 1030 1035 1040 

10 gga gat ggc cca gaa gaa tgc aag gat gtg aac aag gtg get tac tgc 316 8 

Gly Asp Gly Pro Glu Glu Cys Lys Asp Val Asn Lys Val Ala Tyr Cys 
1045 1050 1055 



ccc ctg gtg etc aaa ttt cag ttc tgt age cga gcc tac ttc cgc cag 
15 Pro Leu Val Leu Lys Phe Gin Phe Cys Ser Arg Ala Tyr Phe Arg Gin 
1060 1065 1070 



3216 



atg tgc tgc aaa acc tgc caa ggc cge tag ggtaectgga accaaectgg 3266 
Met Cys Cys Lys Thr Cys Gin Gly Arg 
20 1075 1080 





ageacagget 


gaggeagggg 


acatcccact 


ggagagggea 


tgagggaaag 


gggggcttga 


3326 


25 


attgaagggt 


gagatgeagt 


tgaaagttat 


ttattgggta 


acectacagg 


gctectgact 


3386 


aaggggtgga 


gaagagetgg 


ctaceeaggg 


aecctctget 


gtatcttgce 


cagttgatag 


3446 




tgaagagaga 


ggactccttg 


ttgcacacat 


atttaagtcc 


ctagcacccc 


tcccaccctt 


3506 


30 


tgateggaat 


atgtaetgtg 


aagagtgggg 


gtggggaggg 


gtgtgctggt 


gecetgecec 


3566 




ctgeaetgtt 


etatccetac 


actetgaget 


ggggggattt 


atatetgeta 


tggggggagt 


3626 


35 


aggcttgata 


ecacetccct 


gtagccctee 


eccagactga 


cgaaggggaa 


gatccacccc 


3686 


aacctctgec 


ctgectgccc 


eaggggggag 


tteaaeatcc 


aggcegttec 


ecatcatggt 


3746 




getacaagec 


ctgccctggg 


geeeacacac 


tectcaccaa 


gaagccttac 


attaaaaaag 


3806 


40 


ttgtgttatc 
tatagtaaat 


etacaaaaaa 
ngggtntta 


aaaaaaaaac 


tcgagggggg 


gcccggtaec 


caattcgcgc 


3866 
3885 



45 <210> 17 
<211> 1081 
<212> PRT 

<213> Homo sapiens ADAMTS-10 
50 <400> 17 

Ser Arg Thr Pro Ser Gly Leu Lys Met Ser Ser Cys Pro Val Trp Arg 

15 10 15 

Ala Met Arg Ser Pro Ser Pro Pro Ala Trp Thr Thr Thr Gly His Cys 
20 25 30 

55 Trp Pro Ser Arg His Leu Leu Pro Gly Ala Ala Pro Arg His Gly Gly 
35 40 45 

His Ser Arg Val Pro Pro Leu Leu Gin Ser Gly Leu Ala Ser Thr His 

50 55 60 

Phe Leu Leu Asn Leu Thr Arg Ser Ser Arg Leu Leu Ala Gly Arg Val 
60 65 70 75 80 

Ser Val Glu Tyr Trp Thr Arg Glu Gly Leu Ala Trp Gin Arg Ala Ala 

85 90 95 

Arg Pro His Cys Leu Tyr Ala Gly His Leu Gin Gly Gin Ala Ser Ser 
100 105 110 

65 Ser His Val Ala lie Ser Thr Cys Gly Gly Leu His Gly Leu lie Val 
115 120 125 
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Ala 


Asp 


Glu 


Glu 


Glu 


Tvr 


Leu 


He 


Glu 






130 










135 








Glv 


Ser 


Ara 


Ser 


Pro 


Glu 


Glu 


Ser 


Glv 




145 










150 








5 


Ser 


Ser 


Leu 


Ara 


His 


Pro 


His 


Leu 


Asp 












165 












Glu 


Lys 


Pro 


Trp 


Lys 


Glv 




Pro 


Tiro 










180 










185 




Piro 


Pro 


Ala 


Arg 


Pro 


Leu 


Glv 


Asn 


Glu 


10 






195 










200 






Leu 


Lys 


Arg 


Ser 


Val 


Ser 


Aro 


Glu 


Ara 






210 










215 








Ala 


Asp 


Lys 


Met 


Met 


Val 


Ala 




His 




^ ^ 3 










^ ^ V 








15 




val 


Leu 


Ala 


He 


Met 


Asn 


He 


Val 












245 












Ser 


Leu Gly Ser Thr 


Val 


Asn 


He 


Leu 










260 










^ D 3 




Thr 


Glu Asp Gin 


Pro 


Thr 


Leu 


Glu 


He 


20 






275 










280 






Leu 


Asp 


Ser 


Phe 


Cys 


Lys 




Gin 


Lys 






290 










295 








His 


Gly Asn Ala 


He 


Pro 


Glu 


Asn 


Glv 




305 










^ X w 








25 


Val 


Leu 


He 


Thr Arg 




Asp 


He 


\-y» 












325 












Glv 


Thr Leu Gly 


Leu 


Ala 


Aro 


Tm 


Ala 










340 










345 




Ala 


Ala 


Ala 


Ser 


Met 


Ara 


Thr 


Leu 


Ala 


30 






355 










360 






His 


Glu 


He 


Gly His 


Thr 


Phe 


Glv 


Met 






370 










3 75 








Ser 


Cys 


Gly 


Ala 


Arg 


Glv 


Gin 


Asp 


Pro 




385 










3 90 








35 


lie 


Thr 


Met 


Lys 


Thr 


Asn 


Pro 


Phe 


Val 












405 












Tvr 


He 


Thr 


Ser 


Phe 


Leu 


Asp 


Ser 


Glv 










420 










d 9 R 






Pro 


Pro 


Arg 


Gin 




Phe 


VOIX 


Tyr 


4 0 






435 
















Ala 


Tyr 


Asp 


Ala 


Asp 


Glu 


Gin 


Cvs 








450 




















Gin 


Cys 


Lys 


Tyr 


Glv 


Glu 


Val 


Cys 




465 


















45 


LVS 


Ser 


Asn 


Arg 


Cys 


He 


Thr 


Asn 


Ser 












485 












Leu 


Cys 


Gin 


Thr 


His 


Thr 


He 


Asp 


Lys 










500 














Cvs 


Val 


Pro 


Phe 


Gly 


Ser 


Ara 


Pro 


Glu 


50 






515 
















Pro 


Trp 


Thr 


Pro Trp 


Glv 


Asp 


Cvs 


Ser 






530 










535 








Ser 


Ser 


Ser 


Ser 


Arg 


His 




Asp 


Ser 




545 










3 3 U 








55 


Lys 


Tyr Cys 


Leu Gly 


Glu 


Ara 


Arq 


Arq 












565 












Asp 


Cys 


Pro 


Pro Gly 


Ser 


Gin 


Asp 


Phe 










580 










585 




Phe 


Asp 


Ser 


He 


Pro 


Phe 


Arg 


Gly 


Lys 


60 






595 










600 






Arg 


Gly Gly Gly Val 


Lys 


Ala 


Cys 


Ser 






610 










615 








Phe 


Asn 


Phe 


Tyr 


Thr 


Glu 


Arg 


Ala 


Ala 




625 










630 








65 


Cys 


Arg 


Pro Asp 


Thr 


Val 


Asp 


He 


Cys 



645 
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Pro 


Leu 


His 


Glv 


Glv 


Pro 


Lys 






140 










Pro 


His 


Cys 


Val 


Tvr 


Lys 


Ara 




155 










X o 


Thr 


Ala 


Cys 


Glv 


Val 




Asp 


170 










175 




J. 


Leu Arg 


Thr 


Leu 


Lys 


Xr LKj 










190 






Thr 


GlU 


Arg 


Glv 


Gin 


Pro 


wX y 








« V/3 










vai 


Glu 






Aon 


vax 






220 










Glv 


Arg 


Arg 


Asp 


Val 


ox u 


OX 1 i 
















Ala 


Lys 


Leu 


Phe 


Gin 


Asp 














■9 Q Q 
^33 




Val 


Thr 


Arg 


Leu 


He 


Leu 


Leu 
















Thr 


flXS 


nis 


AT a 


oxy 


Lys 


Car* 

OCX 








285 








Ser 


ixe 


vai 


Asn 


His 


Ser 


Glv 
















Val 


TV 1 ^ 

Aia 


Asn 


His 


Asp 


Thr 


Ala 














1 9 n 

J ^ V/ 


He 


Tyr 


Lys 


Asn 


Lvs 


Pro 


Cys 


330 










1 ^ 

P O 3 




Glu 


Cys 


vai 


Ser 


Ala 


Arg 


VJ J. u 










J 3VI 






Ala 


Tnr 


Ser 


Val 


His 


His 


cys 








J D 3 








Asn 


His 


Asp 


Glv 


Val 


Gly 


Asn 






ion 










Ala 


Lys 


Leu 


Met 


Ala 


Ala 


Hi s 




Q ^ 
O 7 3 










ft u u 


irp 


Ser 


Ser 


\^y a 


Asn 


Arg 


Asp 


410 










fi X 3 




Leu 


Gly 


Leu 


Cvs 
\-y o 


Leu 


Asn 


Asn 
















Pro 


'Thr 


val 


Ala 


Pro 


Gly 


Gin 








A A Q 
^^3 








Phe 


Gin 


His 


Glv 
oxy 


Val 


Lys 


Ser 






4o U 










Ser 


Glu 


Leu 




Cys 


Leu 


OCX 




475 










if Q n 


He 


Pro 


Ala 


Ala 


Glu 


Glv 
uxy 


Thr 


490 










*s 73 




Glv 


Trp 


Cys 




Lys 




Val 










3 X W 






Glv 


va J. 


Asp 


Glv 


Ala 




Glv 








3^3 










Thr 


Cys 


Gly 


Glv 
vj A y 


wx y 


vax 






540 










Pro 


,Arg 


Pro 


Thr 


He 


Gly 


Gly 




555 










30U 


His 


Arg 


Ser 




Asn 


Thr 




3 r U 










3/3 




Arg 


Glu 


Val 


Gin 


Cys 


Ala 


Glu 










590 






Phe 


Tyr 


Lys 


Trp 


Lys 


Thr 


Tyr 








605 








Leu 


Thr 


Ser 


Leu 


Ala 


Glu 


Gly 






620 










Ala 


Val 


Val 


Asp 


Gly 


Thr 


Pro 




635 










640 


Val 


Ser 


Gly 


Glu 


Cys 


Lys 


His 


650 










655 
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Val Gly Cys Asp Arg Val Leu Gly Ser Asp Leu Arg Glu Asp Lys Cys 

660 665 670 

Arg Val Cys Gly Gly Asp Gly Ser Ala Cys Glu Thr lie Glu Gly Val 
675 680 685 

5 Phe Ser Pro Ala Ser Pro Gly Ala Gly Tyr Glu Asp val Val Trp lie 
690 695 700 

Pro Lys Gly Ser Val His lie Phe lie Gin Asp Leu Asn Leu Ser Leu 
705 710 715 720 

Ser His Leu Ala Leu Lys Gly Asp Gin Glu Ser Leu Leu Leu Glu Gly 
10 725 730 735 

Leu Pro Gly Thr Pro Gin Pro His Arg Leu Pro Leu Ala Gly Thr Thr 

740 745 750 

Phe Gin Leu Arg Gin Gly Pro Asp Gin Val Gin . Ser Leu Glu Ala Leu 
755 760 765 

15 Gly Pro lie Asn Ala Ser Leu lie Val Met Val Leu Ala Arg Thr Glu 
770 775 780 

Leu Pro Ala Leu Arg Tyr Arg Phe Asn Ala Pro lie Ala Arg Asp Ser 
785 790 795 800 

Leu Pro Pro Tyr Ser Trp His Tyr Ala Pro Trp Thr Lys Cys Ser Ala 
20 805 810 815 

Gin Cys Ala Gly Gly Ser Gin Val Gin Ala Val Glu Cys Arg Asn Gin 

820 825 830 

Leu Asp Ser Ser Ala Val Ala Pro His Tyr Cys Ser Ala His Ser Lys 
835 840 845 

25 Leu Pro Lys Arg Gin Arg Ala Cys Asn Thr Glu Pro Cys Pro Pro Asp 
850 855 860 

Trp Val Val Gly Asn Trp Ser Leu Cys Ser Arg Ser Cys Asp Ala Gly 
865 870 875 880 

Val Arg Ser Thr Ser Val Val Cys Gin Arg Arg Val Ser Ala Ala Glu 
30 885 890 895 

Glu Lys Ala Leu Asp Asp Ser Ala Cys Pro Gin Pro Arg Pro Pro Val 

900 905 910 

Leu Glu Ala Cys His Gly Pro Thr Cys Pro Pro Glu Trp Ala Thr Leu 
915 920 925 

3 5 Asp Trp Ser Glu Cys Thr Pro Ser Cys Gly Pro Gly Leu Arg His Arg 

930 935 940 

Val Val Leu Cys Lys Ser Ala Asp Gin Arg Ser Thr Leu Pro Pro Gly 
945 950 955 960 

His Cys Leu Pro Ala Ala Lys Pro Pro Ser Thr Met Arg Cys Asn Leu 
40 965 970 975 

Arg Arg Cys Pro Pro Ala Arg Trp Val Thr Ser Glu Trp Gly Glu Cys 

980 985 990 

Ser Thr Gin Cys Gly Leu Gly Gin Gin Gin Arg Thr Val Arg Cys Thr 
995 1000 1005 

4 5 Ser His Thr Gly Gin Pro Ser Arg Glu Cys Thr Glu Ala Leu Arg Pro 

1010 1015 1020 

Ser Thr Met Gin Gin Cys Glu Ala Lys Cys Asp Ser Val Val Pro Pro 
1025 1030 1035 1040 

Gly Asp Gly Pro Glu Glu Cys Lys Asp Val Asn Lys Val Ala Tyr Cys 
50 1045 1050 1055 

Pro Leu Val Leu Lys Phe Gin Phe Cys' Ser Arg Ala Tyr Phe Arg Gin 

1060 1065 1070 

Met Cys Cys Lys Thr Cys Gin Gly Arg 
1075 1080 

55 



<210> 18 

<211> 1642 

60 <212> DNA 

<213> Mus musculus ADAMTS-10 



<220> - 
<221> CDS 
65 <222> (2) . . (1351) 
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<220> 

<221> misc_f eature 
<222> (338) . . (340) 

5 <220> 

<221> niisc_f eature 
<222> (353).. (355) 

<400> 18 

10 a gca gca get gtg gtg gat gga aca ccc tgc cgc cct gac acg gtg gac 49 
Ala Ala Ala Val Val Asp Gly Thr Pro Cys Arg Pro Asp Thr Val Asp 
15 10 15 

att tgt gtc age ggc gag tgc aag cat gta ggc tgt gac agg etc ctg 97 
15 lie Cys Val Ser Gly Glu Cys Lys His Val Gly Cys Asp Arg Leu Leu 
20 25 30 

ggt tct gat etc cga gag gac aaa tgc cgt gtg tgt ggg ggt gat ggc 14 5 
Gly Ser Asp Leu Arg Glu Asp Lys Cys Arg Val Cys Gly Gly Asp Gly 
20 35 40 45 

agt gcc tgt gag acc att gaa ggt gtc ttt age cca get ttg cca gga 193 

Ser Ala Cys Glu Thr lie Glu Gly Val Phe Ser Pro Ala Leu Pro Gly 

SO 55 60 

25 

act ggg tat gag gac gtc gtc tgg ate ccc aaa ggc teg gtc cac att 241 

Thr Gly Tyr Glu Asp Val Val Trp lie Pro Lys Gly Ser Val His lie 

65 70 75 80 

30 ttc ate caa gat ctg aac ctg tec ctg agt cac ctg gcc eta aag ggg 289 
Phe lie Gin Asp Leu Asn Leu Ser Leu Ser His Leu Ala Leu Lys Gly 
85 90 95 

gac caa gag tct ctg eta ctg gag ggg eta cct ggg acc ccc caa cct 337 
35 Asp Gin Glu Ser Leu Leu Leu Glu Gly Leu Pro Gly Thr Pro Gin Pro 
100 105 110 

nac cgc ett ccc ctg gnt ggg acc aca ttt eat eta egg eag ggg ecg 385 
Xaa Arg Leu Pro Leu Xaa Gly Thr Thr Phe His Leu Arg Gin Gly Pro 
40 115 120 125 

gac cag gca eag age ctg gaa gee ctg gga ccc att aat gca tct etc 433 

Asp Gin Ala Gin Ser Leu Glu Ala Leu Gly Pro lie Asn Ala Ser Leu 
130 135 140 

45 

ate ate atg gtg ctg gee cag gca gag ttg ccc get etc cac tac cgc 481 

lie lie Met Val Leu Ala Gin Ala Glu Leu Pro Ala Leu His Tyr Arg 
145 150 155 160 

50 ttc aat gca ccc att gee egg gat gca ctg cct ccc tac tee tgg cac 529 
Phe Asn Ala Pro lie Ala Arg Asp Ala Leu Pro Pro Tyr Ser Trp His 
165 170 175 

tat gcc ccc tgg acc aaa tgc tea gcc cag tgt gca ggc ggc age cag 577 
55 Tyr Ala Pro Trp Thr Lys Cys Ser Ala Gin Cys Ala Gly Gly Ser Gin 
180 185 . 190 

gtg caa gta gtg gag tgc cga aat cag ctg gac age tea gca gtg gcc 625 
Val Gin Val Val Glu Cys Arg Asn Gin Leu Asp Ser Ser Ala Val Ala 
60 195 200 205 

cca cac tac tgt agt ggc cac agt aaa ttg ccc aag agg eag cgt gcc 673 
Pro His Tyr Cys Ser Gly His Ser Lys Leu Pro Lys Arg Gin Arg Ala 
210 215 220 

65 

tgc aac aca gaa cca tgt cca cca gat tgg gtt gta gga aac tgg tea 721 
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Cys Asn Thr Glu Pro Cys Pro Pro Asp Trp Val Val Gly Asn Trp Ser 
225 230 235 240 

cgc tgc age cgt age tgt gae get ggt gtg egt age cgc tea gtg gtg 
5 Arg Cys Ser Arg Ser Cys Asp Ala Gly Val Arg Ser Arg Ser Val Val 
245 250 255 



769 



tge caa ege egg gtg tet get gca gag gaa aaa gee tta gae gae agt 817 
Cys Gin Arg Arg Val Ser Ala Ala Glu Glu Lys Ala Leu Asp Asp Ser 
10 260 265 270 

gee tgt eca eag eea ege eca cct gtg etg gag gee tge eaa ggc cca 865 

Ala Cys Pro Gin Pro Arg Pro Pro Val Leu Glu Ala Cys Gin Gly Pro 

275 280 285 

15 

atg tgc ect eet gag tgg gca ace etc gae tgg tet gag tgt ace eea 913 

Met Cys Pro Pro Glu Trp Ala Thr Leu Asp Trp Ser Glu Cys Thr Pro 

290 295 300 

20 age tgt ggg cct ggt etc cgc cae cga gtg gte ett tgt aag agt gca 961 
Ser Cys Gly Pro Gly Leu Arg His Arg Val Val Leu Cys Lys Ser Ala 
305 310 315 320 

gat eaa cga tet act etg cce cct ggg cac tgc ett cct gca gee aag 1009 
2 5 Asp Gin Arg Ser Thr Leu Pro Pro Gly His Cys Leu Pro Ala Ala Lys 
325 330 335 

eea eca tet act atg cga tgt aac ttg cgc cgc tgc cct cct gee cgc 1057 
Pro Pro Ser Thr Met Arg Cys Asn Leu Arg Arg Cys Pro Pro Ala Arg 
30 340 345 350 

tgg gtg ace agt gag tgg ggt gag tgt tec aca cag tgt ggc etc ggc 1105 

Trp Val Thr Ser Glu Trp Gly Glu Cys Ser Thr Gin Cys Gly Leu Gly 
355 360 365 

35 

cag eag eag cgc aca gtg cgc tgc ace age cac ace ggc eag eca tet 

Gin Gin Gin Arg Thr Val Arg Cys Thr Ser His Thr Gly Gin Pro Ser 
370 375 380 

4 0 cga gag tge act gaa gee ttg egg eca tec ace atg cag eag tgt gag 
Arg Glu Cys Thr Glu Ala Leu Arg Pro Ser Thr Met Gin Gin Cys Glu 
385 390 395 400 

gee aag tgt gae agt gtg gtg eeg cct gga gat ggc cca gaa gaa tge 1249 
45 Ala Lys Cys Asp Ser Val Val Pro Pro Gly Asp Gly Pro Glu Glu Cys 

405 410 415 

aag gat gtg aac aag gtg get tac tge cce etg gtg etc aaa ttt cag 1297 
Lys Asp Val Asn Lys Val Ala Tyr Cys Pro Leu Val Leu Lys Phe Gin 
50 420 425 430 

tte tgt age cga gee tac ttc cgc cag atg age tgc aaa ace tge caa 1345 
Phe Cys Ser Arg Ala Tyr Phe Arg Gin Met Ser Cys Lys Thr Cys Gin 
435 440 445 

55 

ggc cgc tagggtacct ggaaccaacc tggageacag gctgaggeag gggaeatccc 1401 
Gly Arg 
450 

60 aetggagagg geatgaggga aagggggget tgaattgaag ggtgagatgc aagttgaaag 1461 
tatttatttg ggtaacccct acagggettc tgacttaagg ggtggagaan agetggctac 1521 
cccagggaec cttttgttgg atcttggeec anttgatagt gaagagagag gacttcttgg 1581 

65 

tgnacacatt* tttaagtcct tagacccttc caecnttgat cggatatgtc tgggaagagg 1641 



1153 



1201 



01tt074A2_l > 
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1642 



5 <210> 19 
<211> 450 
<212> PRT 

<213> Mus musculus ADAMTS-10 
10 <400> 19 

Ala Ala Ala Val Val Asp Gly Thr Pro Cys Arg Pro Asp Thr Val Asp 
15 lO 15 

lie Cys Val Ser Gly Glu Cys Lys His Val Gly Cys Asp Arg Leu Leu 
15 20 25 30 

Gly Ser Asp Leu Arg Glu Asp Lys Cys Arg Val Cys Gly Gly Asp Gly 
35 40 45 

20 Ser Ala Cys Glu Thr lie Glu Gly Val Phe Ser Pro Ala Leu Pro Gly 
50 55 60 

Thr Gly Tyr Glu Asp Val Val Trp lie Pro Lys Gly Ser Val His He 
65 70 75 80 

25 

Phe He Gin Asp Leu Asn Leu Ser Leu Ser His Leu Ala Leu Lys Gly 
85 90 95 

Asp Gin Glu Ser Leu Leu Leu Glu Gly Leu Pro Gly Thr Pro Gin Pro 
30 100 105 110 

Xaa Arg Leu Pro Leu Xaa Gly Thr Thr Phe His Leu Arg Gin Gly Pro 
115 120 125 

3 5 Asp Gin Ala Gin Ser Leu Glu Ala Leu Gly Pro He Asn Ala Ser Leu 
130 135 140 

He He Met Val Leu Ala Gin Ala Glu Leu Pro Ala Leu His Tyr Arg 
145 150 155 160 

40 

Phe Asn Ala Pro He Ala Arg Asp Ala Leu Pro Pro Tyr Ser Trp His 
165 170 175 

Tyr Ala Pro Trp Thr Lys Cys Ser Ala Gin Cys Ala Gly Gly Ser Gin 
45 180 185 190 

Val Gin Val Val Glu Cys Arg Asn Gin Leu Asp Ser Ser Ala Val Ala 
195 200 205 

SO Pro His Tyr Cys Ser Gly His Ser Lys Leu Pro Lys Arg Gin Arg Ala 
210 215 220 

Cys Asn Thr Glu Pro Cys Pro Pro Asp Trp Val Val Gly Asn Trp Ser 
225 230 235 240 

55 

Arg Cys Ser Arg Ser Cys Asp Ala Gly Val Arg Ser Arg Ser Val Val 
245 250 255 

Cys Gin Arg Arg Val Ser Ala Ala Glu Glu Lys Ala Leu Asp Asp Ser 
60 260 265 270 

Ala Cys Pro Gin Pro Arg Pro Pro Val Leu Glu Ala Cys Gin Gly Pro 
275 280 285 

65 Met Cys Pro Pro Glu Trp Ala Thr Leu Asp Trp Ser Glu Cys Thr Pro 
290 295 300 
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Ser Cys Gly Pro Gly Leu Arg His Arg Val Val Leu Cys Lys Ser Ala 
305 310 315 ' 320 

5 Asp Gin Arg Ser Thr Leu Pro Pro Gly His Cys Leu Pro Ala Ala Lys 
325 330 335 

Pro Pro Ser Thr Met Arg Cys Asn Leu Arg Arg Cys Pro Pro Ala Arg 
340 345 350 

10 

Trp Val Thr Ser Glu Trp Gly Glu Cys Ser Thr Gin Cys Gly Leu Gly 
355 360 365 

Gin Gin Gin Arg Thr Val Arg Cys Thr Ser His Thr Gly Gin Pro Ser 
15 370 375 380 

Arg Glu Cys Thr Glu Ala Leu Arg Pro Ser Thr Met Gin Gin Cys Glu 
385 390 395 400 

20 Ala Lys Cys Asp Ser Val Val Pro Pro Gly Asp Gly Pro Glu Glu Cys 
405 410 415 

Lys Asp Val Asn Lys Val Ala Tyr Cys Pro Leu Val Leu Lys Phe Gin 
420 425 430 

25 

Phe Cys Ser Arg Ala Tyr Phe Arg Gin Met Ser Cys Lys Thr Cys Gin 
435 440 445 

Gly Arg 
30 450 



<210> 20 
35 <211> 1803 
<212> DNA 

<213> Homo sapiens ADAMTS-Rl 

<220> 
40 <221> CDS 

<222> (51).. (1634) 

<400> 20 

gaattcggca cgaggcagtg tccgattctg attccggcaa ggatccaagc atg gaa 56 
45 Met Glu 

1 

tgc tgc cgt egg gca act cct ggc aca ctg etc etc ttt ctg get ttc 104 
Cys Cys Arg Arg Ala Thr Pro Gly Thr Leu Leu Leu Phe Leu Ala Phe 
50 5 10 15 

ctg etc ctg agt tee agg ace gca cgc tec gag gag gac egg gae ggc 152 

Leu Leu Leu Ser Ser Arg Thr Ala Arg Ser Glu Glu Asp Arg Asp Gly 

20 25 30 

55 

eta tgg gat gee tgg ggc cca tgg agt gaa tgc tea cgc ace tgc ggg 200 

Leu Trp Asp Ala Trp Gly Pro Trp Ser Glu Cys Ser Arg Thr Cys Gly 
35 40 45 50 

60 ggt ggg gee gcc aac tct ctg agg cgc tgc ctg age age aag age tgt 248 
Gly Gly Ala Ala Asn Ser Leu Arg Arg Cys Leu Ser Ser Lys Ser Cys 
55 -60 - 65 

gaa gga aga aat ate cga tac aga aca tgc agt aat gtg gac tgc cca 296 
65 Glu Gly Arg Asn lie Arg Tyr Arg Thr Cys Ser Asn Val Asp Cys Pro 
70 - 75 '80 
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cca gaa gca ggt gat ttc cga get cag caa tgc tea get eat aat gat 344 

Pro Glu Ala Gly Asp Phe Arg Ala Gin Gin Cys Ser Ala His Asn Asp 
85 90 95 

5 

gtc aag cac eat ggc cag ttt tat gaa tgg ctt cct gtg tet aat gac 392 

Val Lys His His Gly Gin Phe Tyr Glu Trp Leu Pro Val Ser Asn Asp 
100 105 110 

10 cct gac aac cca tgt tea etc aag tgc caa gee aaa gga aca ace ctg 440 
Pro Asp Asn Pro Cys Ser Leu Lys Cys Gin Ala Lys Gly Thr Thr Leu 
115 120 125 130 

gtt gtt gaa eta gca cct aag gtc tta gat ggt aeg cgt tgc tat aca 488 
15 Val Val Glu Leu Ala Pro Lys Val Leu Asp Gly Thr Arg Cys Tyr Thr 
135 140 145 

gaa tet ttg gat atg tgc ate agt ggt tta tgc caa att gtt ggc tgc 536 
Glu Ser Leu Asp Met Cys lie Ser Gly Leu Cys Gin lie Val Gly Cys 
20 150 155 160 

gat eac cag ctg gga age ace gtc aag gaa gat aac tgt ggg gtc tgc 584 

Asp His Gin Leu Gly Ser Thr Val Lys Glu Asp Asn Cys Gly Val Cys 

165 170 175 

25 

aac gga gat ggg tec acc tgc egg ctg gtc cga ggg cag tat aaa tec 632 

Asn Gly Asp Gly Ser Thr Cys Arg Leu Val Arg Gly Gin Tyr Lys Ser 

180 165 190 

30 cag etc tec gca acc aaa teg gac gat act gtg gtt gca att ecc tat 680 
. Gin Leu Ser Ala Thr Lys Ser Asp Asp Thr Val Val Ala lie Pro Tyr 
195 200 205 210 

gga agt aga cat att cge ctt gtc tta aaa ggt cct gat cac tta tat 728 
35 Gly Ser Arg His lie Arg Leu Val Leu Lys Gly Pro Asp. His Leu Tyr 
215 220 225 

ctg gaa acc aaa ace etc cag ggg act aaa ggt gaa aac agt etc age 776 
Leu Glu Thr Lys Thr Leu Gin Gly Thr Lys Gly Glu Asn Ser Leu Ser 
40 230 235 240 

tec aca gga act ttc ctt gtg gac aat tet agt gtg gac ttc cag aaa 824 
Ser Thr Gly Thr Phe Leu Val Asp Asn Ser Ser Val Asp Phe Gin Lys 
245 250 255 

45 

ttt cca gac aaa gag ata ctg aga atg get gga cca etc aca gca gat 872 
Phe Pro Asp Lys Glu lie Leu Arg Met Ala Gly Pro Leu Thr Ala Asp 
260 265 270 

50 ttc att gtc aag att cgt aac teg ggc tec get gac agt aca gtc cag 920 
Phe lie Val Lys lie Arg Asn Ser Gly Ser Ala Asp Ser Thr Val Gin 
275 280 285 290 

ttc ate ttc tat caa ecc ate ate cac cga tgg agg gag aeg gat ttc 968 
55 Phe lie Phe Tyr Gin Pro lie lie His Arg Trp Arg Glu Thr Asp Phe 
295 300 305 

ttt cct tgc tea gca acc tgt gga gga ggt tat cag ctg aca teg get 1016 
Phe Pro Cys Ser Ala Thr Cys Gly Gly Gly Tyr Gin Leu Thr Ser Ala 
60 I 310 315 320 

gag tgc tac gat ctg agg age aac cgt gtg gtt get gac caa tac tgt 1064 

Glu Cys Tyr Asp Leu Arg Ser Asn Arg Val Val Ala Asp Gin Tyr Cys 
325 330 335 

65 

cac tat tac cca gag aac ate aaa ecc aaa ecc aag ctt cag gag tgc lll2 
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His Tyr Tyr Pro Glu Asn lie Lys Pro Lys Pro Lys Leu Gin Glu Cys 
340 345 350 

aac ttg gat cct tgt cca gcc agt gac gga tac aag cag ate atg cct . 1160 

5 Asn Leu Asp Pro Cys Pro Ala Ser -Asp Gly Tyr Lys Gin lie Met Pro^ 

355 360 365 370 

tat gac etc tac cat ccc ctt cct egg tgg gag gcc acc cca tgg acc 1208 

Tyr Asp Leu Tyr His Pro Leu Pro Arg Trp Glu Ala Thr Pro Trp Thr 
10 375 380 385 

gcg tgc tec tec teg tgt ggg ggg ggc ate cag age egg gca gtt tec 1256 

Ala Cys Ser Ser Ser Cys Gly Gly Gly He Gin Ser Arg Ala Val Ser 
390 395 400 

15 

tgt gtg gag gag gac ate cag ggg cat gtc act tea gtg gaa gag tgg 1304 

Cys Val Glu Glu Asp He Gin Gly His Val Thr Ser val Giu Glu Trp 
405 410 415 

20 aaa tgc atg tac acc cct aag atg ccc ate gcg cag ccc tgc aac att 1352 

Lys Cys Met Tyr Thr Pro Lys Met Pro He Ala Gin Pro Cys Asn lie 
420 425 430 



ttt gac tgc cct aaa tgg ctg gca cag gag tgg tct ccg tgc aca gtg 
25 Phe Asp Cys Pro Lys Trp Leu Ala Gin Glu Trp Ser Pro Cys Thr Val 
435 440 445 450 



gaa gaa gga get get gtg tea gag gag ccc teg taa gtt gta 
45 Glu Glu Gly Ala Ala Val Ser Glu Glu Pro Ser Val Val 

515 520 525 



1400 



acg tgt ggc cag ggc etc aga tac cgt gtg gtc etc tgc ate gac cat 1448 

Thr Cys Gly Gin Gly Leu Arg Tyr Arg Val Val Leu Cys He Asp His 
30 455 460 465 

cga gga atg eac aca gga ggc tgt age cca aaa aca aag ccc cac ata 1496 

Arg Gly Met His Thr Gly Gly Cys Ser Pro Lys Thr Lys Pro His He 
470 475 480 

35 

aaa gag gaa tgc ate gta ccc act ccc tgc tat aaa ccc aaa gag aaa 

Lys Glu Glu Cys He Val Pro Thr Pro Cys Tyr Lys Pro Lys Glu Lys 

485 490 495 



1544 



40 Ctt cca gtc gag gcc aag ttg cca tgg ttc aaa caa get caa gag eta 1592 
Leu Pro Val Glu Ala Lys Leu Pro Trp Phe Lys Gin Ala Gin Glu Leu 
500 505 510 



1634 



aaagcaeaga etgttctata tttgaaactt ttgtttaaag aaagcagtgt ctcactggtt 1694 
50 gtagetttca tgggttctga aetaagtgta ateatctcac caaagetttt tggctcteaa 1754 
attaaagatt gattagtttc aaaaaaaaaa aaaaaaaaga tgeggeegc 1803 



55 <210> 21 
<211> 525 
<212> PRT 

<213> Homo sapiens ADAMTS-Rl 

60 <400> 21 

Met Glu Cys Cys Arg Arg Ala Thr 

1 5 
Ala Phe Leu Leu Leu Ser Ser Arg 
20 

65 Asp Gly Leu Trp Asp Ala Trp Gly 
... 35 40 



Pro Gly Thr Leu Leu Leu Phe Leu 

10 15 
Thr Ala Arg Ser Glu Glu Asp Arg 

25 30 
Pro Trp Ser Glu Cys Ser Arg Thr 
45 
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Cys 


Gly Gly Gly Ala 


Ala 


Asn 




Leu 


Arg Arg Cys 


Leu 


Ser 


Ser 


Lys 






50 








55 






60 












See 


Cys 


Glu Gly 


Arg 


Asn 


He 


Arg 


Tyr 


Arg Thr Cys 


Ser 


Asn 


Val 


Asp 




65 








70 








75 








80 


c 


Cys 


Pro 


Pro Glu 


Ala 


Gly Asp 




Arg 


Ala Gin Gin 


Cys 


Ser 


Ala 


His 










85 










90 






95 






Asn 


Asp Val Lys 


His 


His 


Gly 


\j± 11 


XT lies 


Tyr Glu Trp Leu 


Pro 


Val 


Ser 








100 










105 






110 








Asn 


Asp 


Pro Asp Asn 


Pro 


Cys 


oer 


Leu 


Lys Cys Gin 


Ala 


Lys 


Gly 


Thr 


10 






115 








120 






125 










Tnjr 


Leu 


Val Val 


Glu 


Leu 


Ala 


Pro 


Lys 


Val Leu Asp Gly Thr Arg Cys 






130 








135 






140 












Tyr 


Thr 


Glu Ser 


Leu 


Asp 


Met 


Cys 


He 


Ser Gly Leu 


Cys 


Gin 


He 


Val 




145 








150 








155 








160 




Gly 


Cys 


Asp His 


Gin 


Leu Gly 


Ser 


Thr 


Val Lys Glu 


Asp 


Asn 


Cys 


Gly 










165 










170 






175 






val 


Cys 


Asn Gly Asp Gly Ser 


xnr 


Cys 


Arg Leu Val 


Arg 


Gly Gin Tyr 








180 










185 






190 








Lys 


Ser 


Gin Leu 


Ser 


Ala 


Thr 


Lys 


Ser Asp Asp Thr Val 


val 


Ala 


He 


20 






195 








200 






205 










Pro 


Tyr Gly Ser Arg 


His 


He 


Arg 


Leu 


Val Leu Lys Gly Pro Asp His 






210 








215 






220 












Leu 


Tyr Leu Glu 


Thr 


Lys 


Thr 


Leu 


Gin 


Gly Thr Lys 


Gly Glu Asn 


Ser 




225 








230 








235 








240 


25 


Leu 


Ser Ser Thr Gly Thr 


Phe 


Leu 


Val 


Asp Asn Ser 


Ser 


Val 


Asp 


Phe 










245 










250 






255 






Gin 


Lys 


Phe Pro Asp 


Lys 


Glu 


Tl 

± xe 


Leu 


Arg Met Ala 


Gly 


Pro 


Leu 


Thr 








260 










265 






270 








AJLa 


Asp 


Phe He 


val 


Lys 


He 


Arg 


Asn 


Ser Gly Ser Ala Asp 


Ser 


Thr 


30 






275 








280 






285 










val 


Gin 


Phe He 


Phe 


Tyr 


Gin 


Pro 


He 


He His Arg 


Trp Arg 


Glu 


Thr 






290 








295 






300 












Asp 


Phe 


Phe Pro 


Cys 


Ser 


Ala 


Thr 


Cys 


Gly Gly Gly 


Tyr 


Gin 


Leu 


Thr 




3 05 








310 








315 








320 


c 

35 


Ser 


Ala 


Glu Cys 


Tyr 
325 


Asp 


Leu 


Arg 


Ser 


Asn Arg Val 
330 


Val 


Ala 


Asp 
335 


Gin 




Tyr 


Cys 


His Tyr 


Tyr 


Pro 


Glu 


Asn 


He 


Lys Pro Lys 


Pro Lys 


Leu 


Gin 








340 










345 






350 








GlU 


Cys 


Asn Leu 


Asp 


Pro 


Cys 


Pro 


Ala 


Ser Asp Gly Tyr Lys 


Gin 


He 


40 






355 








360 






365 










Met 


Pro 


Tyr Asp 


Leu 


Tyr 


His 


Pro 


Leu 


Pro Arg Trp Glu Ala 


Thr 


Pro 






370 








375 






380 












Trp 


Thr 


Ala Cys 


Ser 


Ser 


Ser 


Cys Gly Gly Gly He 


Gin 


Ser 


Arg 


Ala 




385 








390 








395 








400 




Val 


Ser Cys Val 


Glu 


Glu Asp 


He Gin Gly His Val 


Thr 


Ser 


Val 


Glu 










405 










410 






415 






Glu 


Trp 


Lys Cys 
420 


Met 


Tyr 


Thr 


Pro 


Lys 
425 


Met Pro He 


Ala 


Gin 
430 


Pro 


Cys 




Asn 


He 


Phe Asp 


Cys 


Pro 


Lys 


Trp 


Leu 


Ala Gin Glu 


Trp 


Ser 


Pro 


Cys 


50 






435 








440 






445 










Thr 


Val 


Thr Cys 


Gly Gin 


Gly 


Leu Arg 


Tyr Arg Val 


Val 


Leu 


Cys 


He 






450 








455 






460 












Asp 


His Arg Gly Met His 


Thr 


Gly Gly 


Cys Ser Pro 


Lys 


Thr 


Lys 


Pro 




465 








470 








475 








480 


55 


His 


He 


Lys Glu 


Glu 


Cys 


He 


Val 


Pro 


Thr Pro Cys 


Tyr 


Lys 


Pro Lys 










485 










490 






495 






Glu 


Lys 


Leu Pro 
500 


val 


Glu 


Ala 


Lys 


Leu 
505 


Pro Trp Phe 


Lys 


Gin 
510 


Ala 


Gin 




Glu 


Leu 


Glu Glu 


Gly Ala Ala 


Val 


Ser 


Glu Glu Pro 


Ser 








60 






515 








520 






525 









<210> 22 
65 <211> 518 
<212> PRT 
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<213> Homo sapiens ADAMTS-5 
<400> 22 

Gly His Leu Leu Gly Leu Ser His Asp Asp Ser Lys Phe Cys Glu Glu. 
5 1 5 10 15 . 

Thr Phe Gly Ser Thr Glu Asp Lys Arg Leu Met Ser Ser lie Leu Thr 
20 25 30 

10 Ser lie Asp Ala Ser Lys Pro Trp Ser Lys Cys Thr Ser Ala Thr lie 
35 40 45 

Thr Glu Phe Leu Asp Asp Gly His Gly Asn Cys Leu Leu Asp Leu Pro 
50 55 60 

15 

Arg Lys Gin He Leu Gly Pro Glu Glu Leu Pro Gly Gin Thr Tyr Asp 
65 70 75 80 

Ala Thr Gin Gin Cys Asn Leu Thr Phe Gly Pro Asp Tyr Ser Val Cys 
20 85 90 95 

Pro Gly Xaa Asp Val Cys Ala Arg Leu Trp Cys Ala Val Val Arg Gin 
100 105 110 

25 Gly Gin Met Val Cys Leu Thr Lys Lys Leu Pro Ala Val Glu Gly Thr 
115 120 125 

Pro Cys Gly Lys Gly Arg He Cys Leu Gin Gly Lys Cys Val Asp Lys 
130 135 140 

30 

Thr Lys Lys Lys Tyr Tyr Ser Thr Ser Ser His Gly Asn Trp Gly Ser 
145 150 155 160 

Trp Gly Ser Trp Gly Gin Cys Ser Arg Ser Cys Gly Gly Gly Val Gin 
35 165 170 175 

Phe Ala Tyr Arg His Cys Asn Asn Pro Ala Pro Arg Asn Asn Gly Arg 
180 185 190 

40 Tyr Cys Thr Gly Lys Arg Ala He Tyr His Ser Cys Ser Leu Met Pro 
195 200 205 

Cys Pro Pro Asn Gly Lys Ser Phe Arg His Glu Gin Cys Glu Ala Lys 
210 215 220 

45 

Asn Gly Tyr Gin Ser Asp Ala Lys Gly Val Lys Thr Phe Val Glu Trp 
225 230 235 240 

Val Pro Lys Tyr Ala Gly Val Leu Pro Ala Asp Val Cys Lys Leu Thr 
50 245 250 255 

Cys Arg Ala Lys Gly Thr Gly Tyr Tyr Val Val Phe Ser Pro Lys Val 
260 265 270 

55 Thr Asp Gly Thr Glu Cys Arg Pro Tyr Ser Asn Ser Val Cys Val Arg 
275 280 285 

Gly Lys Cys Val Arg Thr Gly Cys Asp Gly He He Gly Ser Lys Leu 
290 295 300 

60 

Gin Tyr Asp Lys Cys Gly Val Cys Gly Gly Asp Asn Ser Ser Cys Thr 
305 310 315 ' 320 

Lys He Val Gly Thr Phe Asn Lys Lys Ser Lys Gly Tyr Thr Asp Val 
65 325 330 335 ' 
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Val Arg lie Pro Glu Gly Ala Thr His lie Lys Val Arg Gin Phe Lys 
340 345 350 

Ala Lys Asp Gin Thr Arg Phe Thr Ala Tyr Leu Ala Leu Lys Lys Lys 
5 355 360 365 

Asn Gly Glu Tyr Leu lie Asn Gly Lys Tyr Met lie Ser Thr Ser Glu 
370 375 380 

10 Thr lie lie Asp lie Asn Gly Thr Val Met Asn Tyr Ser Gly Trp Ser 
385 390 395 400 

His Arg Asp Asp Phe Leu His Gly Met Gly Tyr Ser Ala Thr Lys Glu 
405 410 415 

15 

lie Leu lie Val Gin lie Leu Ala Thr Asp Pro Thr Lys Pro Leu Asp 
420 425 430 

Val Arg Tyr Ser Phe Phe Val Pro Lys Lys Ser Thr Pro Lys Val Asn 
20 435 440 445 

Ser Val Thr Ser His Gly Ser Asn Lys Val Gly Ser His Thr Ser Gin 
450 455 460 

25 Pro Gin Trp Val Thr Gly Pro Trp Leu Ala Cys Ser Arg Thr Cys Asp 
465 470 475 480 

Thr Gly Trp His Thr Arg Thr Val Gin Cys Gin Asp Gly Asn Arg Lys 

485 490 495 

30 

Leu Ala Lys Gly Cys Pro Leu Ser Gin Arg Pro Ser Ala Phe Lys Gin 
500 505 510 

Cys Leu Leu Lys Lys Cys 
35 515 



<210> 23 
<211> 3409 
40 <212> DNA 

<213> Homo sapiens ADAMTS-10 

<220> 
<221> CDS 
45 <222> (25) . . (3240) 



<400> 23 

tcacgcacgc cttccggtct caag atg agt tec tgt cca gtc tgg aga get 

Met Ser Ser Cys Pro Val Trp Arg Ala 
50 IS 



51 



55 



atg aga teg cct tec cea cee gcg tgg ace aca acg ggg cac tge tgg 99 
Met Arg Ser Pro Ser Pro Pro Ala Trp Thr Thr Thr Gly His Cys Trp 
10 15 20 25 

cct tct cgc cac etc etc cee gga gea gcg ccg egg cac ggg ggc cac 147 
Pro Ser Arg His Leu Leu Pro Gly Ala Ala Pro Arg His Gly Gly His 
30 35 40 



60 age cga gtc ccg cct ctt eta caa agt ggc etc gee age acc cac ttc 
Ser Arg Val Pro Pro Leu Leu Gin Ser Gly Leu Ala Ser Thr His Phe 
45 50 55 



195 



etg ctg aac ctg acc cgc age tec cgt eta ctg gca ggg cgc gtc tec 243 
65 Leu Leu Asn Leu Thr Arg Ser Ser Arg Leu Leu Ala Gly Arg Val Ser 
60 65 70 
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gtg gag tac tgg aca egg gag ggc ctg gcc tgg cag agg gcg gcc egg 291 

Val Glu Tyr Trp Thr Arg Glu Gly Leu Ala Trp Gin Arg Ala Ala Arg 
75 80 85 

5 

ccc cac tgc etc tac get ggt cac ctg cag ggc cag gcc age age tec 

Pro His Cys Leu Tyr Ala Gly His Leu Gin Gly Gin Ala Ser Ser Ser 

90 95 100 105 



tct egg age ccg gag gaa agt gga cca cat gtg gtg tac aag cgt tec 
Ser Arg Ser Pro Glu Glu Ser Gly Pro His Val Val Tyr Lys Arg Ser 
20 140 145 150 



gae aag atg atg gtg gcc tat cac ggg cgc egg gat gtg gag cag tat 
Asp Lys Met Met Val Ala Tyr His Gly Arg Arg Asp Val Glu Gin Tyr 
40 220 225 230 

gtc ctg gcc ate atg aac att gtt gcc aaa ctt ttc cag gac teg agt 

Val Leu Ala He Met Asn He Val Ala Lys Leu Phe Gin Asp Ser Ser 

235 240 245 

45 

ctg gga age ace gtt aac ate etc gta act cgc etc ate ctg etc aeg 

Leu Gly Ser Thr Val Asn lie Leu Val Thr Arg Leu He Leu Leu Thr 

250 255 260 265 

50 gag gac cag ccc act ctg gag ate ace cac cat gcc ggg aag tec eta 
Glu Asp Gin Pro Thr Leu Glu He Thr His His Ala Gly Lys Ser Leu 
270 275 280 

gac age ttc tgt aag tgg cag aaa tec ate gtg aac cac age ggc cat 
55 Asp Ser Phe Cys Lys Trp Gin Lys Ser He Val Asn His Ser Gly His 
285 290- 295 



339 



10 cat gtg gcc ate age ace tgt gga ggc ctg cac ggc ctg ate gtg gca 387 
His Val Ala He Ser Thr Cys Gly Gly Leu His Gly Leu He Val Ala 
110 115 120 

gac gag gaa gag tac ctg att gag ccc ctg cac ggt ggg ccc aag ggt 435 
15 Asp Glu Glu Glu Tyr Leu He Glu Pro Leu His Gly Gly Pro Lys Gly 
125 130 135 



483 



tct ctg cgt cac ccc cac ctg gac aca gcc tgt gga gtg aga gat gag 531 

Ser Leu Arg His Pro His Leu Asp Thr Ala Cys Gly Val Arg Asp Glu 
155 160 165 

25 

aaa ccg tgg aaa ggg egg cca tgg tgg ctg egg acc ttg aag cca ccg 579 

Lys Pro Trp Lys Gly Arg Pro Trp Trp Leu Arg Thr Leu Lys Pro Pro 
170 175 180 185 

30 cct gee aga ccc ctg ggg aat gaa aca gag cgt ggc cag cca ggc ctg 627 
Pro Ala Arg Pro Leu Gly Asn Glu Thr Glu Arg Gly Gin Pro Gly Leu 
190 195 200 

aag ega teg gtc age ega gag cgc tac gtg gag acc ctg gtg gtg get 675 
3 5 Lys Arg Ser Val Ser Arg Glu Arg Tyr Val Glu Thr Leu Val Val Ala 
205 210 215 



723 



771 



819 



867 



915 



ggc aat gcc att cca gag aac ggt gtg get aac cat gac aca gca gtg 963 
Gly Asn Ala He Pro Glu Asn Gly Val Ala Asn His Asp Thr Ala Val 
60 300 305 310 



1011 



etc ate aca cgc tat gac ate tgc ate tac aag aac aaa ccc tgc ggc 
Leu He Thr Arg Tyr Asp He Cys He Tyr Lys Asn Lys Pro Cys Gly 
315 320 325 

65 

aca eta ggc ctg gcc egg tgg gcg gaa tgt gtg age gcg aga gaa get 1059 
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Thr Leu Gly Leu Ala Arg Trp Ala Glu Cys Val Ser Ala Arg Glu Ala 
330 335 340 345 

gca gcg tea atg agg aca ttg get gcc aca age gtt cac cat tgc cac 1107 
5 Ala Ala Ser Met Arg Thr Leu Ala Ala Thr Ser Val His His Cys His 
350 355 360 

gag ate ggg cae aea ttc gge atg aae cat gac ggc gtg gga aac age 1155 
Glu lie Gly His Thr Phe Gly Met Asn His Asp Gly Val Gly Asn Ser 
10 365 370 375 

tgt ggg gcc cgt ggt cag gac eea gee aag etc atg get gee cac att 1203 

Cys Gly Ala Arg Gly Gin Asp Pro Ala Lys Leu Met Ala Ala His lie 

380 385 390 

15 

aee atg aag aee aae eea ttc gtg tgg tea tee tgc aac cgt gac tac 1251 

Thr Met Lys Thr Asn Pro Phe Val Trp Ser Ser Cys Asn Arg Asp Tyr 

395 400 405 

20 ate ace age ttt eta gac teg gge etg ggg etc tgc ctg aac aac egg 1299 
lie Thr Ser Phe Leu Asp Ser Gly Leu Gly Leu Cys Leu Asn Asn Arg 
410 415 420 425 

ccc ccc aga cag gac ttt gtg tac ccg aca gtg gca ccg gge caa gcc- 1347 
25 Pro Pro Arg Gin Asp Phe Val Tyr Pro Thr Val Ala Pro Gly Gin Ala 
430 435 440 

tac gat gca gat gag caa tgc cgc ttt cag cat gga gtc aaa teg cgt 1395 
Tyr Asp Ala Asp Glu Gin Cys Arg Phe Gin His Gly Val Lys Ser Arg 
30 445 450 455 

cag tgt aaa tac ggg gag gtc tge age gag ctg tgg tgt etg age aag 1443 

Gin Cys Lys Tyr Gly Glu Val Cys Ser Glu Leu Trp Cys Leu Ser Lys 

460 465 470 

35 

age aac egg tge ate aee aae age ate ccg gcc gee gag gge aeg etg 1491 

Ser Asn Arg Cys lie Thr Asn Ser lie Pro Ala Ala Glu Gly Thr Leu 

475 480 485 

40 tgc cag acg cac acc ate gac aag ggg tgg tgc tac aaa egg gtc tgt 153 9 
Cys Gin Thr His Thr lie Asp Lys Gly Trp Cys Tyr Lys Arg Val Cys 
490 495 500 505 

gtc ccc ttt ggg teg cgc eea gag ggt gtg gac gga gee tgg ggg ccg 1587 
45 Val Pro Phe Gly Ser Arg Pro Glu Gly Val Asp Gly Ala Trp Gly Pro 

510 515 520 

tgg act eea tgg gge gac tge age egg acc tgt gge gge gge gtg tec 1635 
Trp Thr Pro Trp Gly Asp Cys Ser Arg Thr Cys Gly Gly Gly Val Ser 
50 525 530 535 

tet tet agt cgt cac tgc gac age ccc agg eea acc ate ggg gge aag 1683 

Ser Ser Ser Arg His Cys Asp Ser Pro Arg Pro Thr lie Gly Gly Lys 

540 545 550 

55 

tac tgt ctg ggt gag aga agg egg cac cgc tec tgc aac acg gat gac 1731 

Tyr Cys Leu Gly Glu Arg Arg Arg His Arg Ser Cys Asn Thr Asp Asp 

555 560 565 

60 tgt ccc cct gge tec cag gac ttc aga gaa gtg cag tgt tet gaa ttt 1779 
Cys Pro Pro Gly Ser Gin Asp Phe Arg Glu Val Gin Cys Ser Glu Phe 
570 575 580 585 

gac age ate cct ttc cgt ggg aaa ttc tac aag tgg aaa aeg tac egg 1827 
65 Asp Ser lie Pro Phe Arg Gly Lys Phe Tyr Lys Trp Lys Thr Tyr Arg 
590 595 600 
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cct ggg acc ccc cag ccc cac cgt ccg cct eta get ggg ace acc ttt 
35 Pro Gly Thr Pro Gin Pro His Arg Leu Pro Leu Ala Gly Thr Thr Phe 
730 735 740 745 



1923 



1971 



2019 



gga ggg ggc gtg aag gcc tgc teg etc acg age eta geg gaa ggc tte 1875 
Gly Gly Gly Val Lys Ala Cys Ser Leu Thr Ser Leu Ala Glu Gly Phe 
605 610 615 

5 

aac ttc tac acg gag agg gcg gca gcc gtg gtg gae ggg aca ccc tgc 
Asn Phe Tyr Thr Glu Arg Ala Ala Ala Val Val Asp Gly Thr Pro Cys 
620 625 630 

10 cgt cea gae acg gtg gac att tgc gtc agt ggc gaa tgc aag cac gtg 
Arg Pro Asp Thr Val Asp lie Cys Val Ser Gly Glu Cys Lys His Val 
635 640 645 

ggc tgc gac cga gtc ctg ggc tec gac ctg egg gag gae aag tgc cga 
15 Gly Cys Asp Arg Val Leu Gly Ser Asp Leu Arg Glu Asp Lys Cys Arg 
650 655 660 665 

gtg tgt ggc ggt gac ggc agt gcc tgc gag acc ate gag ggc gtc ttc 2067 
Val Cys Gly Gly Asp Gly Ser Ala Cys Glu Thr lie Glu Gly Val Phe 
20 670 675 680 

age cca gcc tea cct ggg gcc ggg tac gag gat gtc gtc tgg att ccc 2115 

Ser Pro Ala Ser Pro Gly Ala Gly Tyr Glu Asp Val Val Trp He Pro 

685 690 695 

25 

aaa ggc tee gtc cac ate ttc ate cag gat ctg aac etc tct etc agt 

Lys Gly Ser Val His He Phe He Gin Asp Leu Asn Leu Ser Leu Ser 

700 705 710 



2163 



30 eac ttg gee ctg aag gga gac cag gag tee ctg ctg ctg gag ggg ctg 2211 
His Leu Ala Leu Lys Gly Asp Gin Glu Ser Leu Leu Leu Glu Gly Leu 
715 720 725 



2259 



caa ctg cga cag ggg cca gac cag gtc cag age etc gaa gee ctg gga 2307 

Gin Leu Arg Gin Gly Pro Asp Gin Val Gin Ser Leu Glu Ala Leu Gly 
40 750 755 760 

eeg att aat gca tct etc ate gtc atg gtg ctg gee egg acc gag ctg 2355 

Pro He Asn Ala Ser Leu He Val Met Val Leu Ala Arg Thr Glu Leu 
765 770 775 

45 

cct gee etc cgc tac cge tte aat gee ccc ate gee cgt gac teg ctg 

Pro Ala Leu Arg Tyr Arg Phe Asn Ala Pro He Ala Arg Asp Ser Leu 

780 785 790 



2403 



50 ccc CCC tac tec tgg cac tat geg ccc tgg ace aag tgc teg gcc cag 2451 
Pro Pro Tyr Ser Trp His Tyr Ala Pro Trp Thr Lys Cys Ser Ala Gin 
795 800 805 

tgt gca ggc ggt age cag gtg cag gcg gtg gag tgc cgc aac cag ctg 2499 
55 Cys Ala Gly Gly Ser Gin Val Gin Ala Val Glu Cys Arg Asn Gin Leu 
810 815 820 825 

gac age tec gcg gtc gee ccc eac tac tgc agt gcc cac age aag ctg 2547 
Asp Ser Ser Ala Val Ala Pro His Tyr Cys Ser Ala His Ser Lys Leu 
60 830 835 840 

ccc aaa agg cag cgc gee tgc aac acg gag cct tgc cct cea gae tgg 2595 
Pro Lys Arg Gin Arg Ala Cys Asn Thr Glu Pro Cys Pro Pro Asp Trp 
845 850 855 

65 

gtt gta ggg aac tgg teg etc tgc age cgc age tgc gat gca ggc gtg 2643 
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Val Val Gly Asn Tip Ser Leu Cys Ser Arg Ser Cys Asp Ala Gly Val 
860 865 870 

cgc agt cgc teg gtc gtg tgc cag cgc cgc gtc tct gcc gcg gag gag- 2691 

5 Arg Ser Arg Ser Val Val Cys Gin Arg Arg Val Ser Ala Ala Glu Glu. 
875 880 885 

aag gcg ctg gac gac age gca tgc ccg cag ccg cgc cca cct gta ctg 2739 

Lys Ala Leu Asp Asp Ser Ala Cys Pro Gin Pro Arg Pro Pro Val Leu 

10 890 895 900 905 



gag gcc tgc cac ggc ccc act tgc cct ccg gag tgg gcg gcc etc gac 2787 

Glu Ala Cys His Gly Pro Thr Cys Pro Pro Glu Trp Ala Ala Leu Asp 
910 915 920 

15 

tgg tct gag tgc acc ccc age tgc ggg ccg ggc etc cgc cac cgc gtg 2835 

Trp Ser Glu Cys Thr Pro Ser Cys Gly Pro Gly Leu Arg His Arg Val 
925 930 935 

20 gtc ctt tgc aag age gca gac cac cgc gcc acg ctg ccc ccg gcg cac 2883 

Val Leu Cys Lys Ser Ala Asp His Arg Ala Thr Leu Pro Pro Ala His 
940 945 950 



tgc tea ccc gcc gcc aag cca ccg gcc acc atg cgc tgc aac ttg cgc 2931 
25 Cys Ser Pro Ala Ala Lys Pro Pro Ala Thr Met Arg Cys Asn Leu Arg 
955 960 965 

cgc tgc ccc ccg gcc cgc tgg gtg get ggc gag tgg ggt gag tgc tct 2979 
Arg Cys Pro Pro Ala Arg Trp Val Ala Gly Glu Trp Gly Glu Cys Ser 
30 970 975 980 985 

gca cag tgc ggc gtc ggg cag egg cag cgc teg gtg cgc tgc acc age 3027 

Ala Gin Cys Gly Val Gly Gin Arg Gin Arg Ser Val Arg Cys Thr Ser 

990 995 1000 

35 

cac acg ggc cag gcg teg cac gag tgc acg gag gcc ctg egg ccg ccc 3075 

His Thr Gly Gin Ala Ser His Glu Cys Thr Glu Ala Leu Arg Pro Pro 
1005 1010 1015 

40 acc acg cag cag tgt gag gcc aag tgc gac age cca acc ccc ggg gac 3123 
Thr Thr Gin Gin Cys Glu Ala Lys Cys Asp Ser Pro Thr Pro Gly Asp 
1020 1025 1030 

ggc cct gaa gag tgc aag gat gtg aac aag gtc gee tac tgc ccc ctg 3171 
4 5 Gly Pro Glu Glu Cys Lys Asp Val Asn Lys Val Ala Tyr Cys Pro Leu 

1035 1040 1045 

gtg etc aaa ttt cag ttc tgc age ega gcc tac ttc cgc cag atg tgc 3219 
Val Leu Lys Phe Gin Phe Cys Ser Arg Ala Tyr Phe Arg Gin Met Cys 
50 1050 1055 1060 1065 

tgc aaa acc tgc cag ggc cac tagggggcgc gcggeacccg gagccacagc 3270 
Cys Lys Thr Cys Gin Gly His 
1070 

55 

tggeggggtc tccgccgcca gccctgcagc gggccggcca aagggggccc cgggggggcg 3330 
ggaactggga gggaagggtg agacggagcc ggaagttatt tattgggaac ccctgcaggg 3390 
60 ccctggctgg ggggatgga 3409 
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<400> 24 

Met Ser Ser Cys Pro Val Trp Arg Ala Met Arg Ser Pro Ser Pro Pro 
1 5 10 15 

5 

Ala Trp Thr Thr Thr Gly His Cys Trp Pro Ser Arg His Leu Leu Pro* 
20 25 30 

Gly Ala Ala Pro Arg His Gly Gly His Ser Arg Val Pro Pro Leu Leu 
10 35 40 45 

Gin Ser Gly Leu Ala Ser Thr His Phe Leu Leu Asn Leu Thr Arg Ser 
50 55 60 

15 Ser Arg Leu Leu Ala Gly Arg Val Ser Val Glu Tyr Trp Thr Arg Glu 
65 70 75 80 

Gly Leu Ala Trp Gin Arg Ala Ala Arg Pro His Cys Leu Tyr Ala Gly 
85 90 95 

20 

His Leu Gin Gly Gin Ala Ser Ser Ser His Val Ala He Ser Thr Cys 
100 105 110 

Gly Gly Leu His Gly Leu He Val Ala Asp Glu Glu Glu Tyr Leu He 
25 115 120 125 

Glu Pro Leu His Gly Gly Pro Lys Gly Ser Arg Ser Pro Glu Glu Ser 
130 135 140 

3 0 Gly Pro His Val Val Tyr Lys Arg Ser Ser Leu Arg His Pro His Leu 
145 150 155 160 

Asp Thr Ala Cys Gly Val Arg Asp Glu Lys Pro Trp Lys Gly Arg Pro 
165 170 175 

35 

Trp Trp Leu Arg Thr Leu Lys Pro Pro Pro Ala Arg Pro Leu Gly Asn 
180 185 190 

Glu Thr Glu Arg Gly Gin Pro Gly Leu Lys Arg Ser Val Ser Arg Glu 
40 195 200 205 

Arg Tyr Val Glu Thr Leu Val Val Ala Asp Lys Met Met Val Ala Tyr 
210 215 220 

45 His Gly Arg Arg Asp Val Glu Gin Tyr Val Leu Ala He Met Asn He 
225 230 235 240 

Val Ala Lys Leu Phe Gin Asp Ser Ser Leu Gly Ser Thr Val Asn He 
245 250 255 

50 

Leu Val Thr Arg Leu He Leu Leu Thr Glu Asp Gin Pro Thr Leu Glu 
260 265 270 

He Thr His His Ala Gly Lys Ser Leu Asp Ser Phe Cys Lys Trp Gin 
55 275 280 285 

Lys Ser He Val Asn His Ser Gly His Gly Asn Ala He Pro Glu Asn 
290 295 300 

60 Gly Val Ala Asn His Asp Thr Ala Val Leu He Thr Arg Tyr Asp He 
305 310 315 320 

Cys He Tyr Lys Asn Lys Pro Cys Gly Thr Leu Gly Leu Ala Arg Trp 
325 330 335 

65 

Ala Glu Cys Val Ser Ala Arg Glu Ala Ala Ala Ser Met Arg Thr Leu 
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340 345 350 

Ala Ala Thr Ser Val His His Cys His Glu He Gly His Thr Phe Gly 
355 360 365 

5 

Met Asn His Asp Gly Val Gly Asn Ser Cys Gly Ala Arg Gly Gin Asp 
370 375 380 

Pro Ala Lys Leu Met Ala Ala His He Thr Met Lys Thr Asn Pro Phe 
10 385 390 395 400 

Val Trp Ser Ser Cys Asn Arg Asp Tyr He Thr Ser Phe Leu Asp Ser 
405 410 415 

15 Gly Leu Gly Leu Cys Leu Asn Asn Arg Pro Pro Arg Gin Asp Phe Val 
420 425 430 

Tyr Pro Thr Val Ala Pro Gly Gin Ala Tyr Asp Ala Asp Glu Gin Cys 
435 440 445 

20 

Arg Phe Gin His Gly Val Lys Ser Arg Gin Cys Lys Tyr Gly Glu Val 
450 455 460 

Cys Ser Glu Leu Trp Cys Leu Ser Lys Ser Asn Arg Cys He Thr Asn 
25 465 470 475 480 

Ser He Pro Ala Ala Glu Gly Thr Leu Cys Gin Thr His Thr He Asp 
485 490 495 

30 Lys Gly Trp Cys Tyr Lys Arg Val Cys Val Pro Phe Gly Ser Arg Pro 
500 505 510 

Glu Gly Val Asp Gly Ala Trp Gly Pro Trp Thr Pro Trp Gly Asp Cys 
515 520 525 

35 

Ser Arg Thr Cys Gly Gly Gly Val Ser Ser Ser Ser Arg His Cys Asp 
530 535 540 

Ser Pro Arg Pro Thr He Gly Gly Lys Tyr Cys Leu Gly Glu Arg Arg 
40 545 550 555 560 

Arg His Arg Ser Cys Asn Thr Asp Asp Cys Pro Pro Gly Ser Gin Asp 
565 570 575 

45 Phe Arg Glu Val Gin Cys Ser Glu Phe Asp Ser He Pro Phe Arg Gly 
580 585 590 

Lys Phe Tyr Lys Trp Lys Thr Tyr Arg Gly Gly Gly Val Lys Ala Cys 
595 600 605 

50 

Ser Leu Thr Ser Leu Ala Glu Gly Phe Asn Phe Tyr Thr Glu Arg Ala 
610 615 620 

Ala Ala Val Val Asp Gly Thr Pro Cys Arg Pro Asp Thr Val Asp He 
55 625 630 635 640 

Cys Val Ser Gly Glu Cys Lys His Val Gly Cys Asp Arg Val Leu Gly 
645 650 655 

60 Ser Asp Leu Arg Glu Asp Lys- Cys Arg Val Cys Gly Gly Asp Gly Ser 
660 665 670 

Ala Cys Glu Thr He Glu. Gly Val Phe Ser Pro Ala Ser Pro Gly Ala 
675 680 685 

65 

Gly Tyr Glu Asp Val Val Trp He Pro Lys Gly Ser Val His He Phe 
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690 695 700 

He Gin Asp Leu Asn Leu Ser Leu Ser His Leu Ala Leu Lys Gly Asp 
705 710 715 720 

5 

Gin Glu Ser Leu Leu Leu Glu Gly Leu Pro Gly Thr Pro Gin Pro His 
725 730 735 

Arg Leu Pro Leu Ala Gly Thr Thr Phe Gin Leu Arg Gin Gly Pro Asp 
10 740 745 750 

Gin Val Gin Ser Leu Glu Ala Leu Gly Pro lie Asn Ala Ser Leu lie 
755 760 765 

15 Val Met Val Leu Ala Arg Thr Glu Leu Pro Ala Leu Arg Tyr Arg Phe 
770 775 780 

Asn Ala Pro He Ala Arg Asp Ser Leu Pro . Pro Tyr Ser Trp His Tyr 
785 790 795 800 

20 

Ala Pro Trp Thr Lys Cys Ser Ala Gin Cys Ala Gly Gly Ser Gin Val 
805 810 815 

Gin Ala Val Glu Cys Arg Asn Gin Leu Asp Ser Ser Ala Val Ala Pro 
25 820 825 830 

His Tyr Cys Ser Ala His Ser Lys Leu Pro Lys Arg Gin Arg Ala Cys 
835 840 845 

30 Asn Thr Glu Pro Cys Pro Pro Asp Trp Val Val Gly Asn Trp Ser Leu 
850 855 860 

Cys Ser Arg Ser Cys Asp Ala Gly Val Arg Ser Arg Ser Val Val Cys 
865 870 875 880 

35 

Gin Arg Arg Val Ser Ala Ala Glu Glu Lys Ala Leu Asp Asp Ser Ala 
885 890 895 

Cys Pro Gin Pro Arg Pro Pro Val Leu Glu Ala Cys His Gly Pro Thr 
40 900 905 910 

Cys Pro Pro Glu Trp Ala Ala Leu Asp Trp Ser Glu Cys Thr Pro Ser 
915 920 925 

45 Cys Gly Pro Gly Leu Arg His Arg Val Val Leu Cys Lys Ser Ala Asp 
930 935 940 

His Arg Ala Thr Leu Pro Pro Ala His Cys Ser Pro Ala Ala Lys Pro 
945 950 955 960 

50 

Pro Ala Thr Met Arg Cys Asn Leu Arg Arg Cys Pro Pro Ala Arg Trp 
965 970 975 

Val Ala Gly Glu Trp Gly Glu Cys Ser Ala Gin Cys Gly Val Gly Gin 
55 980 985 990 

Arg Gin Arg Ser Val Arg Cys Thr Ser His Thr Gly Gin Ala Ser His 
995 1000 1005 

60 Glu Cys Thr Glu Ala Leu Arg Pro Pro Thr Thr Gin Gin Cys Glu Ala 
1010 1015 1020 

Lys Cys Asp- Ser- Pro Thr Pro Gly Asp Gly Pro Glu Glu Cys Lys Asp 

1025 1030 1035 1040 

65 

Val Asn Lys Val Ala Tyr Cys Pro Leu Val Leu Lys Phe Gin Phe Cys 
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1045 1050 1055 

Ser Arg Ala Tyr Phe Arg Gin Met Cys Cys Lys Thr Cys Gin Gly His 
1060 1065 1070 

5 

<210> 25 
<211> 5990 
10 <212> DNA 

<213> Homo sapiens ADAMTS-9b 

<220> 
<221> CDS 
15 <222> (33) . . (5834) 

<400> 25 

tgggggcagc ggagggaggg gtgggaagca cc atg cag ttt gta tec tgg gcc 53 

Met Gin Phe Val Ser Trp Ala 
20 15 

aca ctg eta acg etc ctg gtg egg gac ctg gcc gag atg ggg age cea 101 
Thr Leu Leu Thr Leu Leu Val Arg Asp Leu Ala Glu Met Gly Ser Pro 
10 15 20 

25 

gae gcc gcg gcg gcc gtg cgc aag gac agg ctg cac ceg agg caa gtg 14 9 
Asp Ala Ala Ala Ala Val Arg Lys Asp Arg Leu His Pro Arg Gin val 
25 30 35 

30 aaa tta tta gag acc ctg age gaa tac gaa ate gtg tct cce ate cga 197 
Lys Leu Leu Glu Thr Leu Ser Glu Tyr Glu lie Val Ser Pro lie Arg 
40 45 50 55 

gtg aac get etc gga gaa cce ttt cce aeg aac gtc cac ttc aaa aga 245 
35 Val Asn Ala Leu Gly Glu Pro Phe Pro Thr Asn Val His Phe Lys Arg 

60 65 70 

aeg cga egg age att aac tet gee act gae ecc tgg cet gee ttc gee 293 
Thr Arg Arg Ser He Asn Ser Ala Thr Asp Pro Trp Pro Ala Phe Ala 
40 75 80 85 

tec tec tet tee tee tet ace tee cce cag gcg cat tac cgc etc tet 341 

Ser Ser Ser Ser Ser Ser Thr Ser Pro Gin Ala His Tyr Arg Leu Ser 

90 95 100 

45 

gee ttc ggc cag cag ttt eta ttt aat etc ace gcc aat gcc gga ttt 389 

Ala Phe Gly Gin Gin Phe Leu Phe Asn Leu Thr Ala Asn Ala Gly Phe 

105 110 115 

50 ate get eca ctg ttc act gtc ace etc etc ggg acg cce ggg gtg aat 437 
He Ala Pro Leu Phe Thr Val Thr Leu Leu Gly Thr Pro Gly Val Asn 
120 125 130 135 

cag ace aag ttt tat tee gaa gag gaa gcg gaa etc aag cac tgt tte 485 
55 Gin Thr Lys Phe Tyr Ser Glu Glu Glu Ala Glu Leu Lys His Cys Phe 
140 145 150 

tac aaa ggc tat gtc aat ace aac tec gag cac acg gcc gtc ate age 533 
Tyr Lys Gly Tyr Val Asn Thr Asn Ser Glu His Thr Ala Val He Ser 
60 155 160 165 

etc tgc tea gga atg ctg ggc aca ttc egg tct cat gat ggg ggt tat 581 

Leu Cys Ser Gly Met Leu Gly Thr Phe Arg Ser His Asp Gly Gly Tyr 
170 175 • 180 

65 

ttt att gaa eca eta cag tct atg gat gaa caa gaa gat gaa gag gaa 629 
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Phe lie Glu Pro Leu Gin Ser Met Asp Glu Gin Glu Asp Glu Glu Glu 
185 190 195 

caa aac aaa ccc cac ate att tat agg cgc age gcc ccc cag aga gag . 677 
5 Gin Asn Lys Pro His He He Tyr Arg Arg Ser Ala Pro Gin Arg Glu. 
200 205 210 215 



ccc tea aea gga agg cat gca tgt gae ace tea gaa cac aaa aat agg 
Pro Ser Thr Gly Arg His Ala Cys Asp Thr Ser Glu His Lys Asn Arg 
10 220 225 230 



40 tta att gtg att cat aat gaa cag gat ggg cct tec ata tct ttt aat 
Leu He Val He His Asn Glu Gin Asp Gly Pro Ser He Ser Phe Asn 

345 350 355 



cca ggt gga ate cat cat gat act get gtt etc tta aea aga cag gat 
Pro Gly Gly He His His Asp Thr Ala Val Leu Leu Thr Arg Gin Asp 
50 380 385 390 



aac atg cct cat gat gae aac aac aaa tgt aaa gaa gaa gga gtt aag 
65 Asn Met Pro His Asp Asp Asn Asn Lys Cys Lys Glu Glu Gly Val Lys 
440 445 ■ . 450 455 



725 



cac agt aaa gae aag aag aaa acc aga gca aga aaa tgg gga gaa agg 773 
His Ser Lys Asp Lys Lys Lys Thr Arg Ala Arg Lys Trp Gly Glu Arg 
235 240 245 

15 

att aac ctg get ggt gae gta gca gca tta aac age gge tta gca aca 
He Asn Leu Ala Gly Asp Val Ala Ala Leu Asn Ser Gly Leu Ala Thr 
250 255 260 



821 



917 



965 



2 0 gag gca ttt tct get tat ggt aat aag acg gae aac aca aga gaa aag 869 
Glu Ala Phe Ser Ala Tyr Gly Asn Lys Thr Asp Asn Thr Arg Glu Lys 
265 270 275 

agg acc cac aga agg aca aaa cgt ttt tta tec tat cca egg ttt gta 
2 5 Arg Thr His Arg Arg Thr Lys Arg Phe Leu Ser Tyr Pro Arg Phe Val 
280 285 290 295 

gaa gtc ttg gtg gtg gca gae aac aga atg gtt tea tac cat gga gaa 
Glu Val Leu Val Val Ala Asp Asn Arg Met Val Ser Tyr His Gly Glu 
30 300 305 310 

aac ctt caa cac tat att tta act tta atg tea att gta gee tct ate 1013 

Asn Leu Gin His Tyr He Leu Thr Leu Met Ser He Val Ala Ser He 

315 320 325 

35 

tat aaa gae cca agt att gga aat tta att aat att gtt att gtg aac 
Tyr Lys Asp Pro Ser He Gly Asn Leu He Asn He Val He Val Asn 

330 335 340 



1061 



1109 



get cag aea aea tta aaa aac ttt tgc cag tgg cag cat teg aac agt 1157 
45 Ala Gin Thr Thr Leu Lys Asn Phe Cys Gin Trp Gin His Ser Asn Ser 
360 365 370 375 



1205 



ate tgc aga get cac gae aaa tgt gat acc tta gge ctg get gaa ctg 1253 
He Cys Arg Ala His Asp Lys Cys Asp Thr Leu Gly Leu Ala Glu Leu 
395 400 405 

55 

gga acc att tgt gat ccc tat aga age tgt tct att agt gaa gat agt 
Gly Thr He Cys Asp Pro Tyr Arg Ser Cys Ser He Ser Glu Asp Ser 
410 415 420 



1301 



60 gga ttg agt aca get ttt acg ate gcc cat gag ctg gge cat gtg ttt 1349 
Gly Leu Ser Thr Ala Phe Thr He Ala His Glu Leu Gly His Val Phe 
425 430 435 



1397 
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agt ccc cag cat gtc atg get cca aca ctg aac ttc tac acc aac ccc 1445 

Ser Pro Gin His Val Met Ala Pro Thr Leu Asn Phe Tyr Thr Asn Pro 
460 465 470 

5 

tgg atg tgg tea aag tgt agt cga aaa tat ate act gag ttt tta gac 1493 

Trp Met Trp Ser Lys Cys Ser Arg Lys Tyr lie Thr Glu Phe Leu Asp 
475 480 485 

10 act ggt tat ggc gag tgt ttg ctt aac gaa cct gaa tec aga ccc tac 1541 
Thr Gly Tyr Gly Glu Cys Leu Leu Asn Glu Pro Glu Ser Arg Pro Tyr 
490 495 500 

cct ttg cet gte caa ctg cca ggc ate ett tac aac gtg aat aaa caa 1589 
15 Pro Leu Pro Val Gin Leu Pro Gly lie Leu Tyr Asn Val Asn Lys Gin 
505 510 515 

tgt gaa ttg att ttt gga cca ggt tet cag gtg tgc cca tat atg atg 1637 
Cys Glu Leu lie Phe Gly Pro Gly Ser Gin Val Cys Pro Tyr Met Met 
20 520 525 530 535 

cag tgc aga egg etc tgg teg aat aac gtc aat gga gta cac aaa ggc 1685 

Gin Cys Arg Arg Leu Trp Ser Asn Asn Val Asn Gly Val His Lys Gly 

540 545 550 

25 

tgc egg act cag cac aca ccc tgg gee gat ggg aeg gag tgc gag cct 1733 

Cys Arg Thr Gin His Thr Pro Trp Ala Asp Gly Thr Glu Cys Glu Pro 
555 560 565 

30 gga aag cac tgc aag tat gga ttt tgt gtt ccc aaa gaa atg gat gtc 1781 
Gly Lys His Cys Lys Tyr Gly Phe Cys Val Pro Lys Glu Met Asp Val 
570 575 580 

ccc gtg aca gat gga tec tgg gga agt tgg agt ccc ttt gga acc tgc 1829 
35 Pro Val Thr Asp Gly Ser Trp Gly Ser Trp Ser Pro Phe Gly Thr Cys 
585 590 595 

tec aga aca tgt gga ggg ggc ate aaa aca gee att cga gag tgc aac 1877 
Ser Arg Thr Cys Gly Gly Gly lie Lys Thr Ala He Arg Glu Cys Asn 
40 600 605 610 615 

aga cca gaa cca aaa aat ggt gga aaa tac tgt gta gga cgt aga atg 1925 

Arg Pro Glu Pro Lys Asn Gly Gly Lys Tyr Cys Val Gly Arg Arg Met 

620 625 630 

45 

aaa ttt aag tec tgc aac aeg gag cca tgt etc aag cag aag cga gac 1973 

Lys Phe Lys Ser Cys Asn Thr Glu Pro Cys Leu Lys Gin Lys Arg Asp 

635 640 645 

50 ttc cga gat gaa cag tgt get cac ttt gac ggg aag eat ttt aac ate 2021 
Phe Arg Asp Glu Gin Cys Ala His Phe Asp Gly Lys His Phe Asn He 
650 655 660 

aac ggt ctg ctt ccc aat gtg cgc tgg gtc cct aaa tac agt gga att 2069 
55 Asn Gly Leu Leu Pro Asn Val Arg Trp Val Pro Lys Tyr Ser Gly He 
665 670 675 

Ctg atg aag gac egg tgc aag ttg ttc tgc aga gtg gca ggg aac aca 2117 
Leu Met Lys Asp Arg Cys Lys Leu Phe Cys Arg Val Ala Gly Asn Thr 
60 680 685 690 695 

gee tac tat cag ett cga gac aga gtg ata gat gga act cet tgt ggc 2165 
Ala Tyr Tyr Gin Leu Arg Asp Arg Val He Asp Gly Thr Pro Cys Gly 
700 705 710 

65 

cag gac aca aat gat ate tgt gtc cag ggc ctt tgc egg caa get gga 2213 
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Gin Asp Thr Asn Asp He Cys Val Gin Gly Leu Cys Arg Gin Ala Gly 
715 720 725 

tgc gat cat gtt tta aac tea aaa gcc egg aga gat aaa tgc ggg gtt 2261 

5 Cys Asp His val Leu Asn Ser Lys Ala Arg Arg Asp Lys Cys Gly Val 
730 735 740 



tgt ggt ggc gat aat tct tea tge aaa aca gtg gca gga aea ttt aat 
Cys Gly Gly Asp Asn Ser Ser Cys Lys Thr Val Ala Gly Thr Phe Asn 
10 745 750 .755 

aca gta cat tat ggt tac aat act gtg gtc cga att cea get ggt get 

Thr Val His Tyr Gly Tyr Asn Thr Val Val Arg He Pro Ala Gly Ala 

760 765 770 775 

15 

ace aat att gat gtg egg cag cae agt tte tea ggg gaa aea gac gat 

Thr Asn He Asp Val Arg Gin His Ser Phe Ser Gly Glu Thr Asp Asp 

780 • 785 790 



gga aac ttt gtt gtc aca atg gcc aaa agg gaa att cgc att ggg aat 
25 Gly Asn Phe Val Val Thr Met Ala Lys Arg Glu He Arg He Gly Asn 
810 815 820 

get gtg gta gag tac agt ggg tec gag act gee gta gaa aga att aac 
Ala Val Val Glu Tyr Ser Gly Ser Glu Thr Ala Val Glu Arg He Asn 
30 825 830 835 

tea aca gat cgc att gag caa gaa ett ttg ett cag gtt ttg teg gtg 

Ser Thr Asp Arg He Glu Gin Glu Leu Leu Leu Gin Val Leu Ser Val 

840 845 850 855 

35 

gga aag ttg tac aac ccc gat gta cgc tat tct tte aat att eca att 

Gly Lys Leu Tyr Asn Pro Asp Val Arg Tyr Ser Phe Asn He Pro He 

860 865 • 870 



gca tgc agt aaa ccc tgc caa ggg gaa egg aaa cga aaa ett gtt tge 
4 5 Ala Cys Ser Lys Pro Cys Gin Gly Glu Arg Lys Arg Lys Leu Val Cys 
890 895 900 

ace agg gaa tct gat cag ett act gtt tct gat caa aga tge gat egg 
Thr Arg Glu Ser Asp Gin Leu Thr Val Ser Asp Gin Arg Cys Asp Arg 
50 905 910 915 



gat ggg aag act gag aag gtt gat gat ggt ttt tgc age age cat ccc 
65 Asp Gly Lys Thr Glu Lys Val Asp Asp Gly Phe Cys Ser Ser His Pro 
970 • 975 980 



2309 



2357 



2405 



20 gac aac tac tta get tta tea age agt aaa ggt gaa tte ttg eta aat 2453 
Asp Asn Tyr Leu Ala Leu Ser Ser Ser Lys Gly Glu Phe Leu Leu Asn 
795 800 805 



2501 



2549 



2597 



2645 



40 gaa gat aaa cet cag cag ttt tac tgg aac agt cat ggg eca tgg caa 2693 
Glu Asp Lys Pro Gin Gin Phe Tyr Trp Asn Ser His Gly Pro Trp Gin 
875 880 885 



2741 



2789 



2837 



ctg CCC cag cct gga cae att act gaa ccc tgt ggt aca ggc tgt gac 
Leu Pro Gin Pro Gly His He Thr Glu Pro Cys Gly Thr Gly Cys Asp 
920 925 930 935 

ctg agg tgg cat gtt gee age agg agt gaa tgt agt gcc cag tgt ggc 2885 
Leu Arq Trp His Val Ala Ser Arg Ser Glu Cys Ser Ala Gin Cys Gly 
940 945 950 

60 ttg ggt tac cgc aea ttg gac ate tac tgt gee aaa . tat age agg ctg 2933. 
Leu Gly Tyr Arg Thr Leu Asp He Tyr Cys Ala Lys Tyr Ser Arg Leu 
955 960 965 



2981 
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aaa cca age aac cgt gaa aaa tgc tea ggg gaa tgt aac acg ggt ggc 3029 
Lys Pro Ser Asn Arg Glu Lys Cys Ser Gly Glu Cys Asn Thr Gly Gly 
985 990 995 

5 

tgg cgc tat tct gee tgg act gaa tgt tea aaa age tgt gae ggt ggg 3077 
Trp Arg Tyr Ser Ala Trp Thr Glu Cys Ser Lys Ser Cys Asp Gly Gly 
1000 1005 1010 1015 

10 acc cag agg aga agg get att tgt gtc aat ace cga aat gat gta ctg 3125 
Thr Gin Arg Arg Arg Ala lie Cys Val Asn Thr Arg Asn Asp Val Leu 
1020 1025 1030 

gat gae age aaa tge aca eat eaa gag aaa gtt aec att cag agg tgc 3173 
15 Asp Asp Ser Lys Cys Thr His Gin Glu Lys Val Thr lie Gin Arg Cys 
1035 1040 1045 

agt gag tte cct tgt cea cag tgg aaa tct gga gae tgg tea gag tgc 3221 
Ser Glu Phe Pro Cys Pro Gin Trp Lys Ser Gly Asp Trp Ser Glu Cys 
20 1050 1055 1060 

ttg gtc ace tgt gga aaa ggg eat aag cac cgc cag gtc tgg tgt cag 3269 

Leu Val Thr Cys Gly Lys Gly His Lys His Arg Gin Val Trp Cys Gin 

1065 1070 1075 

25 

ttt ggt gaa gat cga tta aat gat aga atg tgt gae cct gag acc aag 3317 

Phe Gly Glu Asp Arg Leu Asn Asp Arg Met Cys Asp Pro Glu Thr Lys 

1080 1085 1090 1095 

30 cca aca tct atg cag act tgt cag cag ccg gaa atg gca tec tgg cag 3365 
Pro Thr Ser Met Gin Thr Cys Gin Gin Pro Glu Met Ala Ser Trp Gin 
1100 1105 1110 

gcg ggt cec tgg gta cag tge agt gtc act tgt gga cag gga tac cag 3413 
3 5 Ala Gly Pro Trp Val Gin Cys Ser Val Thr Cys Gly Gin Gly Tyr Gin 
1115 1120 1125 

Ota aga gca gtg aaa tgc ate att ggg act tat atg tea gtg gta gat 3461 
Leu Arg Ala Val Lys Cys lie lie Gly Thr Tyr Met Ser Val Val Asp 
40 1130 1135 1140 

gae aat gae tgt aat gca gca act aga cca act gat acc cag gae tgt 3509 

Asp Asn Asp Cys Asn Ala Ala Thr Arg Pro Thr Asp Thr Gin Asp Cys 
1145 1150 1155 

45 

gaa tta cea tea tgt eat cct cec cca get gee ccg gaa acg agg aga 3557 

Glu Leu Pro Ser Cys His Pro Pro Pro Ala Ala Pro Glu Thr Arg Arg 
1160 1165 1170 1175 

50 age aca tac agt gca cea aga acc cag tgg ega ttt ggg tct tgg acc 3605 
Ser Thr Tyr Ser Ala Pro Arg Thr Gin Trp Arg Phe Gly Ser Trp Thr 
1180 1185 1190 

cca tgc tea gee act tgt ggg aaa ggt acc egg atg aga tac gtc age 3653 
55 Pro Cys Ser Ala Thr Cys Gly Lys Gly Thr Arg Met Arg Tyr Val Ser 
1195 1200 1205 

tge ega gat gag aat ggc tct gtg get gae gag agt gcc tgt get acc 3701 
Cys Arg Asp Glu Asn Gly Ser Val Ala Asp Glu Ser Ala Cys Ala Thr 
60 1210 1215 1220 

ctg cct aga cca gtg gca aag gaa gaa tgt tct gtg aca cec tgt ggg 3749 

Leu Pro Arg Pro Val Ala Lys Glu Glu Cys Ser Val Thr Pro Cys Gly 
1225 1230 1235 

65 

caa tgg aag gcc ttg gae tgg age tct tgc tct gtg acc tgt ggg eaa 3797 
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Gin Trp Lys Ala Leu Asp Trp Ser Ser Cys Ser Val Thr Cys Gly Gin 
1240 1245 1250 1255 

ggt agg gca acc egg caa gtg atg tgt gtc aac tac agt gac cac gtg 3845 
5 Gly Arg Ala Thr Arg Gin Val Met Cys Val Asn Tyr Ser Asp His Val 
1260 1265 1270 

acc gat egg agt gag tgt gac cag gat tat ate eca gaa act gac cag 3893 
lie Asp Arg Ser Glu Cys Asp Gin Asp Tyr lie Pro Glu Thr Asp Gin 
10 1275 1280 1285 

gac tgt tec atg tea eca tgc cct caa agg acc eca gac agt gge tta 3941 

Asp Cys Ser Met Ser Pro Cys Pro Gin Arg Thr Pro Asp Ser Gly Leu 
1290 1295 1300 

15 

get cag cac cec ttc caa aat gag gac tat cgt ecc egg age gee age 3989 

Ala Gin His Pro Phe Gin Asn Glu Asp Tyr Arg Pro Arg Ser Ala Ser 
1305 1310 1315 

20 cec age cge ace eat gtg etc ggt gga aac cag tgg aga act ggc cec 4037 
Pro Ser Arg Thr His Val Leu Gly Gly Asn Gin Trp Arg Thr Gly Pro 
1320 1325 1330 1335 



tgg gga gca tgt tec agt ace tgt get gge gga tec cag egg cgt gtt 
25 Trp Gly Ala Cys Ser Ser Thr Cys Ala Gly Gly Ser Gin Arg Arg Val 
1340 1345 1350 



4085 



gtt gta tgt cag gat gaa aat gga tac acc gca aac gac tgt gtg gag 4133 
Val Val Cys Gin Asp Glu Asn Gly Tyr Thr Ala Asn Asp Cys Val Glu 
30 1355 1360 1365 

aga ata aaa cct gat gag caa aga gcc tgt gaa tec ggc cct tgt cct 4181 
Arg lie Lys Pro Asp Glu Gin Arg Ala Cys Glu Ser Gly Pro Cys Pro 
1370 1375 1380 

35 

cag tgg get tat gge aac tgg gga gag tgc act aag ctg tgt ggt gga 4229 
Gin Trp Ala Tyr Gly Asn Trp Gly Glu Cys Thr Lys Leu Cys Gly Gly 
1385 1390 1395 

4 0 gge ata aga aca aga ctg gtg gtc tgt cag egg tec aac ggt gaa egg 4277 
Gly lie Arg Thr Arg Leu Val Val Cys Gin Arg Ser Asn Gly Glu Arg 
1400 1405 1410 1415 

ttt eca gat ttg age tgt gaa att ett gat aaa cct cec gat cgt gag . 4325 
4 5 Phe Pro Asp Leu Ser Cys Glu lie Leu Asp Lys Pro Pro Asp Arg Glu 
1420 1425 1430 

cag tgt aac aca cat get tgt eca cac gac get gca tgg agt act ggc 4373 
Gin Cys Asn Thr His Ala Cys Pro His Asp Ala Ala Trp Ser Thr Gly 
50 1435 1440 1445 

cct tgg age teg tgt tet gtc tct tgt ggt ega ggg cat aaa caa ega 4421 

Pro Trp Ser Ser Cys Ser Val Ser Cys Gly Arg Gly His Lys Gin Arg 
1450 1455 1460 

55 

aat gtt tac tgc atg gca aaa gat gga age eat tta gaa agt gat tac 4469 

Asn Val Tyr Cys Met Ala Lys Asp Gly Ser His Leu Glu Ser Asp Tyr 
1465 1470 1475 

60 tgt aag cac ctg get aag eca eat ggg cac aga aag tgc ega gga gga 4517 
Cys Lys His Leu Ala Lys Pro His Gly His Arg Lys Cys Arg Gly Gly 
1480 1485 1490 1495 

aga tgc cec aaa tgg aaa get ggc get tgg agt cag tgc tet gtg tec 4565 
65 Arg Cys Pro Lys Trp Lys Ala Gly Ala Trp Ser Gin Cys Ser Val Ser 
1500 1505 1510 
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tgt ggc cga ggc gta cag cag agg cat gtg ggc tgt cag ate gga aca 4613 

Cys Gly Arg Gly Val Gin Gin Arg His Val Gly Cys Gin lie Gly Thr 
1S15 1520 1525 

5 

cac aaa ata gcc aga gac acc gag tgc aac cca tac acc aga ccg gag 4 661 

His Lys He Ala Arg Asp Thr Glu Cys Asn Pro Tyr Thr Arg Pro Glu 
1530 1535 1540 

10 teg gaa tgc gaa tgc caa ggc cca egg tgt cce ctt tac act tgg agg 4709 
Ser Glu Cys Glu Cys Gin Gly Pro Arg Cys Pro Leu Tyr Thr Trp Arg 
1545 1550 1555 

gea gag gaa teg caa gaa tgc acc aag acc tgc ggc gaa ggc tec agg 4 757 
15 Ala Glu Glu Ser Gin Glu Cys Thr Lys Thr Cys Gly Glu Gly Ser Arg 
1560 1565 1570 1575 

tac cgc aag gtg gtg tgt gtg gat gac aac aaa aac gag gtg cat ggg 4 805 
Tyr Arg Lys Val Val Cys Val Asp Asp Asn Lys Asn Glu Val His Gly 
20 1580 1585 1590 

gca cgc tgt gac gtg age aag egg ccg gtg gac cgt gaa age tgt agt 4853 

Ala Arg Cys Asp Val Ser Lys Arg Pro Val Asp Arg Glu Ser Cys Ser 
1595 1600 1605 

25 

ttg caa ecc tgc gag tat gte tgg ate aca gga gaa tgg tea gag tgc 4 901 

Leu Gin Pro Cys Glu Tyr Val Trp He Thr Gly Glu Trp Ser Glu Cys 
1610 1615 1620 

30 tea gtg acc tgt gga aaa ggc tac aaa caa agg ctt gtc teg tgc age 4949 
Ser Val Thr Cys Gly Lys Gly Tyr Lys Gin Arg Leu Val Ser Cys Ser 
1625 1630 1635 

gag att tac acc ggg aaa gag aat tat gaa tac age tac caa acc acc 4997 
35 Glu He Tyr Thr Gly Lys Glu Asn Tyr Glu Tyr Ser Tyr Gin Thr Thr 
1640 1645 1650 1655 

ate aac tgc cca ggc aeg cag cce cce agt gtt cac ecc tgt tac ctg 5045 
He Asn Cys Pro Gly Thr Gin Pro Pro Ser Val His Pro Cys Tyr Leu 
40 1660 1665 1670 

agg gag tgc cct gtc teg gcc acc tgg aga gtt ggc aac tgg ggg age 5093 

Arg Glu Cys Pro Val Ser Ala Thr Trp Arg Val Gly Asn Trp Gly Ser 
1675 1680 1685 

45 

tgc tea gtg tet tgt ggt gtt gga gtg atg cag aga tet gtg caa tgt 5141 

Cys Ser Val Ser Cys Gly Val Gly Val Met Gin Arg Ser Val Gin Cys 
1690 1695 1700 

50 tta acc aat gag gac caa ecc age cac tta tgc cac act gat ctg aag 5189 
Leu Thr Asn Glu Asp Gin Pro Ser His Leu Cys His Thr Asp Leu Lys 
1705 1710 1715 

cca gaa gaa cga aaa acc tgc cgt aat gte tat aac tgt gag tta ecc 5237 
55 Pro Glu Glu Arg Lys Thr Cys Arg Asn Val Tyr Asn Cys Glu Leu Pro 
1720 1725 1730 1735 

cag aat tgc aag gag gta aaa aga ctt aaa ggt gee agt gaa gat ggt 5285 
Gin Asn Cys Lys Glu Val Lys Arg Leu Lys Gly Ala Ser Glu Asp Gly 
60 1740 1745 1750 

gaa tat ttc ctg atg att aga gga aag ctt ctg aag ata ttc tgt gcg 5333 
Glu Tyr.Phe Leu Met He Arg Gly Lys Leu Leu Lys He Phe Cys Ala 
1755 1760 1765 

65 

ggg atg cac tet gac cac cce aaa gag tac. gtg aca ctg gtg cat gga 5381 
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Gly Met His Ser Asp His Pro Lys Glu Tyr Val Thr Leu Val His Gly 
1770 1775 X780 

gac tct gag aat etc tec gag gtt tat ggg cac agg tta cac aac cca 5429 
5 Asp Ser Glu Asn Phe Ser Glu Val Tyr Gly His Arg Leu His Asn Pro 
1785 1790 1795 

aca gaa tgt ccc tat aac ggg age egg cgc gat gac tgc caa tgt egg 54 77 
Thr Glu Cys Pro Tyr Asn Gly Ser Arg Arg Asp Asp Cys Gin Cys Arg 
10 1800 1805 1810. 1815 

aag gat tac acg gcc get ggg ttt tec agt ttt eag aaa ate aga ata 5525 

Lys Asp Tyr Thr Ala Ala Gly Phe Ser Ser Phe Gin Lys lie Arg lie 
1820 1825 1830 

15 

gac ctg acc age atg eag ata ate ace act gac tta eag ttt gca agg 5573 

Asp Leu Thr Ser Met Gin lie lie Thr Thr Asp Leu Gin Phe Ala Arg 
1835 1840 1845 

20 aca age gaa gga cat ccc gtc cct ttt gcc aca gcc ggg gat tgc tac 5621 
Thr Ser Glu Gly His Pro Val Pro Phe Ala Thr Ala Gly Asp Cys Tyr 
1850 1855 1860 

age get gcc aag tgc cca cag ggt cgt ttt age ate aac ett tat gga 5669 
25 Ser Ala Ala Lys Cys Pro Gin Gly Arg Phe Ser lie Asn Leu Tyr Gly 
1865 1870 1875 

ace gge ttg tct tta act gaa tct gee aga tgg ata tea caa ggg aat 5717 
Thr Gly Leu Ser Leu Thr Glu Ser Ala Arg Trp lie Ser Gin Gly Asn 
30 1880 1885 1890 1895 

tat get gtc tct gac ate aag aag teg ecg gat ggt ace cga gtc gta 5765 

Tyr Ala Val Ser Asp lie Lys Lys Ser Pro Asp Gly Thr Arg Val Val 
1900 1905 1910 

35 

ggg aaa tgc ggt ggt tac tgt gga aaa tgc act cca tec tct ggt act 5813 

Gly Lys Cys Gly Gly Tyr Cys Gly Lys Cys Thr Pro Ser Ser Gly Thr 
1915 1920 1925 

4 0 gge ctg gag gtg cga gtt tta tagctaaggt getttgaaga ggaagecatt 5864 
Gly Leu Glu Val Arg Val Leu 
1930 

atggatggat gaaggatagt aatgcaatac ctccacetta atttgggtgc atgtgtatgt 5924 

45 

gtgtgtgtgt ttgtgtgtga cttgtatgct tgtgtgtgta aatgtgtgta eatataeata 5984 
tataca 5990 

50 

<210> 26 
<211> 1934 
<212> PRT 

<213> Homo sapiens ADAMTS-9b 

55 

<400> 26 

Met Gin Phe Val Ser Trp Ala Thr Leu Leu Thr Leu Leu Val Arg Asp 
15 10 15 

60 Leu Ala Glu Met Gly Ser Pro Asp Ala Ala Ala Ala Val Arg Lys Asp 

20 25 30 

Arg Leu His Pro Arg Gin Val Lys Leu Leu Glu Thr Leu Ser Glu Tyr 

35 40 45 

65 

Glu lie Val Ser Pro He Arg Val Asn Ala Leu Gly Glu Pro Phe Pro 
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50 55 60 

Thr Asn Val His Phe Lys Arg Thr Arg Arg Ser He Asn Ser Ala Thr 
65 70 75 80 

5 

Asp Pro Trp Pro Ala Phe Ala Ser Ser Ser Ser Ser Ser Thr Ser Pro 
85 90 95 

Gin Ala His Tyr Arg Leu Ser Ala Phe Gly Gin Gin Phe Leu Phe Asn 
10 100 105 110 

Leu Thr Ala Asn Ala Gly Phe He Ala Pro Leu Phe Thr Val Thr Leu 
115 120 125 

15 Leu Gly Thr Pro Gly Val Asn Gin Thr Lys Phe Tyr Ser Glu Glu Glu 
130 135 140 

Ala Glu Leu Lys His Cys Phe Tyr Lys Gly Tyr Val Asn Thr Asn Ser 
145 150 155 160 

20 

Glu His Thr Ala Val lie Ser Leu Cys Ser Gly Met Leu Gly Thr Phe 
165 170 175 

Arg Ser His Asp Gly Gly Tyr Phe He Glu Pro Leu Gin Ser Met Asp 
25 180 185 190 

Glu Gin Glu Asp Glu Glu Glu Gin Asn Lys Pro His lie He Tyr Arg 
195 200 205 

30 Arg Ser Ala Pro Gin Arg Glu Pro Ser Thr Gly Arg His Ala Cys Asp 

210 215 220 

Thr Ser Glu His Lys Asn Arg His Ser Lys Asp Lys Lys Lys Thr Arg 
225 230 235 240 

35 

Ala Arg Lys Trp Gly Glu Arg He Asn Leu Ala Gly Asp Val Ala Ala 
245 250 255 

Leu Asn Ser Gly Leu Ala Thr Glu Ala Phe Ser Ala Tyr Gly Asn Lys 
40 260 265 270 

Thr Asp Asn Thr Arg Glu Lys Arg Thr His Arg Arg Thr Lys Arg Phe 
275 280 285 

45 Leu Ser Tyr Pro Arg Phe Val Glu Val Leu Val Val Ala Asp Asn Arg 
290 295 300 

Met Val Ser Tyr His Gly Glu Asn Leu Gin His Tyr He Leu Thr Leu 
305 310 315 320 

50 

Met Ser He Val Ala Ser He Tyr Lys Asp Pro Ser He Gly Asn Leu 
325 330 335 

He Asn He Val He Val Asn Leu He Val He His Asn Glu Gin Asp 
55 340 345 350 

Gly Pro Ser He Ser Phe Asn Ala Gin Thr Thr Leu Lys Asn Phe Cys 
355 360 365 

60 Gin Trp Gin His Ser Asn Ser-Pro Gly Gly He His His Asp Thr Ala' 
370 375 380 

Val Leu Leu Thr Arg Gin Asp He Cys Arg Ala His Asp Lys Cys Asp 
385 390 395 400 

65 

Thr Leu Gly Leu Ala Glu Leu Gly Thr He Cys Asp Pro Tyr Arg Ser 
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405 410 415 

Cys Ser He Ser Glu Asp Ser Gly Leu Ser Thr Ala Phe Thr He Ala 
420 425 430 

5 

His Glu Leu Gly His Val Phe Asn Met Pro His Asp Asp Asn Asn Lys 
435 440 445 

Cys Lys Glu Glu Gly Val Lys Ser Pro Gin His Val Met Ala Pro Thr 
10 450 455 .460 

Leu Asn Phe Tyr Thr Asn Pro Trp Met Trp Ser Lys Cys Ser Arg Lys- 
465 470 475 480 

15 Tyr He Thr Glu Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu Asn 

485 490 495 

Glu Pro Glu Ser Arg Pro Tyr Pro Leu Pro Val Gin Leu Pro Gly He 
500 505 510 

20 

Leu Tyr Asn Val Asn Lys Gin Cys Glu. Leu He Phe Gly Pro Gly Ser 
515 520 525 

Gin Val Cys Pro Tyr Met Met Gin Cys Arg Arg Leu Trp Ser Asn Asn 
25 530 535 540 

Val Asn Gly Val His Lys Gly Cys Arg Thr Gin His Thr Pro Trp Ala 
545 550 555 560 

30 Asp Gly Thr Glu Cys Glu Pro Gly Lys His Cys Lys Tyr Gly Phe Cys 

565 570 575 

Val Pro Lys Glu Met Asp Val Pro Val Thr Asp Gly Ser Trp Gly Ser 
580 585 590 

35 

Trp Ser Pro Phe Gly Thr Cys Ser Arg Thr Cys Gly Gly Gly - He Lys 
595 600 605 

Thr Ala He Arg Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly Lys 
40 610 615 620 

Tyr Cys Val Gly Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu Pro 
625 630 635 640 

45 Cys Leu Lys Gin Lys Arg Asp Phe Arg Asp Glu Gin Cys Ala His Phe 

645 650 655 

Asp Gly Lys His Phe Asn He Asn Gly Leu Leu Pro Asn Val Arg Trp 
660 665 670 

50 

Val Pro Lys Tyr Ser Gly He Leu Met Lys Asp Arg Cys Lys Leu Phe 
675 680 685 

Cys Arg Val Ala Gly Asn Thr Ala Tyr Tyr Gin Leu Arg Asp Arg Val 
55 690 695 700 

He Asp Gly Thr Pro Cys Gly Gin Asp Thr Asn Asp He Cys Val Gin 
705 710 715 720 

60 Gly Leu Cys Arg Gin Ala Gly Cys Asp His Val Leu Asn Ser Lys Ala 

725 730 735 

Arg Arg Asp Lys Cys Gly Val Cys Gly Gly Asp Asn Ser Ser Cys Lys 
740 745 750 

65 

Thr Val Ala Gly Thr Phe Asn Thr Val His Tyr Gly Tyr Asn Thr Val 
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755 760 765 

Val Arg lie Pro Ala Gly Ala Thr Asn lie Asp Val Arg Gin His Ser 
770 775 780 

5 

Phe Ser Gly Glu Thr Asp Asp Asp Asn Tyr Leu Ala Leu Ser Ser Ser 
785 790 795 800 

Lys Gly Glu Phe Leu Leu Asn Gly Asn Phe Val Val Thr Met Ala Lys 
10 805 810 815 

Arg Glu lie Arg lie Gly Asn Ala Val Val Glu Tyr Ser Gly Ser Glu 
820 825 830 

15 Thr Ala Val Glu Arg He Asn Ser Thr Asp Arg He Glu Gin Glu Leu 
835 840 845 

Leu Leu Gin Val Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val Arg 
850 855 860 

20 

Tyr Ser Phe Asn He Pro He Glu Asp Lys Pro Gin Gin Phe Tyr Trp 
865 870 875 880 

Asn Ser His Gly Pro Trp Gin Ala Cys Ser Lys Pro Cys Gin Gly Glu 
25 885 890 895 

Arg Lys Arg Lys Leu Val Cys Thr Arg Glu Ser Asp Gin Leu Thr Val 
900 905 910 

30 Ser Asp Gin Arg Cys Asp Arg Leu Pro Gin Pro Gly His He Thr Glu 

915 920 925 

Pro Cys Gly Thr Gly Cys Asp Leu Arg Trp His Val Ala Ser Arg Ser 
930 935 940 

35 

Glu Cys Ser Ala Gin Cys Gly Leu Gly Tyr Arg Thr Leu Asp He Tyr 
945 950 955 960 

Cys Ala Lys Tyr Ser Arg Leu Asp Gly Lys Thr Glu Lys Val Asp Asp 
40 965 970 975 

Gly Phe Cys Ser Ser His Pro Lys Pro Ser Asn Arg Glu Lys Cys Ser 
980 985 990 

45 Gly Glu Cys Asn Thr Gly Gly Trp Arg Tyr Ser Ala Trp Thr Glu Cys 
995 1000 1005 

Ser Lys Ser Cys Asp Gly Gly Thr Gin Arg Arg Arg Ala He Cys Val 
1010 1015 1020 

50 

Asn Thr Arg Asn Asp Val Leu Asp Asp Ser Lys Cys Thr His Gin Glu 
1025 1030 1035 1040 

Lys Val Thr He Gin Arg Cys Ser Glu Phe Pro Cys Pro Gin Trp Lys 
55 1045 1050 1055 

Ser Gly Asp Trp Ser Glu Cys Leu Val Thr Cys Gly Lys Gly His Lys 
1060 1065 1070 

60 His Arg Gin Val Trp Cys Gin Phe Gly Glu Asp Arg Leu Asn Asp'Arg 
1075 1080 1085 

Met Cys Asp Pro Glu Thr Lys Pro Thr Ser Met Gin Thr Cys Gin Gin 
1090 1095 1100 

65 

Pro Glu Met Ala Ser Trp Gin Ala Gly Pro Trp Val Gin Cys Ser Val 
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1105 1110 1115 1120 

Thr Cys Gly Gin Gly Tyr Gin Leu Arg Ala Val Lys Cys lie lie Gly 
1125 1130 1135 

5 

Thr Tyr Met Ser Val Val Asp Asp Asn Asp Cys Asn Ala Ala Thr Arg 
1140 1145 1150 

Pro Thr Asp Thr Gin Asp Cys Glu Leu Pro Ser Cys His Pro Pro Pro 
10 1155 1160 1165 

Ala Ala Pro Glu Thr Arg Arg Ser Thr Tyr Ser Ala Pro Arg Thr Gin 
1170 1175 1180 

15 Trp Arg Phe Gly Ser Trp Thr Pro Cys Ser Ala Thr Cys Gly Lys Gly 
1185 1190 1195 1200 

Thr Arg Met Arg Tyr Val Ser Cys Arg Asp Glu Asn Gly Ser Val Ala 
1205 1210 1215 

20 

Asp Glu Ser Ala Cys Ala Thr Leu Pro Arg Pro Val Ala Lys Glu Glu 
1220 1225 1230 

Cys Ser Val Thr Pro Cys Gly Gin Trp Lys Ala Leu Asp Trp Ser Ser 
25 1235 1240 1245 

Cys Ser Val Thr Cys Gly Gin Gly Arg Ala Thr Arg Gin Val Met Cys 
1250 1255 1260 

30 Val Asn Tyr Ser Asp His Val lie Asp Arg Ser Glu Cys Asp Gin Asp 
1265 1270 1275 1280 

Tyr lie Pro Glu Thr Asp Gin Asp Cys Ser Met Ser Pro Cys Pro Gin 
1285 1290 1295 

35 

Arg Thr Pro Asp Ser Gly Leu Ala Gin His Pro Phe Gin Asn Glu Asp 
1300 1305 1310 

Tyr Arg Pro Arg Ser Ala Ser Pro Ser Arg Thr His Val Leu Gly Gly 
40 1315 1320 1325 

Asn Gin Trp Arg Thr Gly Pro Trp Gly Ala Cys Ser Ser Thr Cys Ala 
1330 1335 1340 

45 Gly Gly Ser Gin Arg Arg Val Val Val Cys Gin Asp Glu Asn Gly Tyr 
1345 1350 1355 1360 

Thr Ala Asn Asp Cys Val Glu Arg lie Lys Pro Asp Glu Gin Arg Ala 
1365 1370 1375 

50 

Cys Glu Ser Gly Pro Cys Pro Gin Trp Ala Tyr Gly Asn Trp Gly Glu 
1380 1385 1390 

Cys Thr Lys Leu Cys Gly Gly Gly lie Arg Thr Arg Leu Val Val Cys 
55 1395 1400 1405 

Gin Arg Ser Asn Gly Glu Arg Phe Pro Asp Leu Ser Cys Glu lie Leu 
1410 1415 1420 

60 Asp Lys -Pro Pro Asp Arg Glu Gin Cys Asn Thr His Ala Cys Pro His 
1425 1430 1435 1440 

Asp Ala Ala Trp Ser Thr Gly Pro Trp Ser Ser Cys Ser Val Ser Cys 
1445 1450 1455 

65 

Gly Arg Gly His Lys Gin Arg Asn Val Tyr Cys Met Ala" Lys Asp Gly 
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1460 1465 1470 

Ser His Leu Glu Ser Asp Tyr Cys Lys His Leu Ala Lys Pro His Gly 
1475 1480 1485 

5 

His Arg Lys Cys Arg Gly Gly Arg Cys Pro Lys Trp Lys Ala Gly Ala 
1490 1495 1500 

Trp Ser Gin Cys Ser Val Ser Cys Gly Arg Gly val Gin Gin Arg His 
10 1505 1510 1515 1520 

Val Gly Cys Gin lie Gly Thr His Lys lie Ala Arg Asp Thr Glu Cys 
1525 1530 1535 

15 Asn Pro Tyr Thr Arg Pro Glu Ser Glu Cys Glu Cys Gin Gly Pro Arg 
1540 1545 1550 

Cys Pro Leu Tyr Thr Trp Arg Ala Glu Glu Ser Gin Glu Cys Thr Lys 
1555 1560 1565 

20 

Thr Cys Gly Glu Gly Ser Arg Tyr Arg Lys val Val Cys Val Asp Asp 
1570 1575 1580 

Asn Lys Asn Glu Val His Gly Ala Arg Cys Asp Val Ser Lys Arg Pro 
25 1585 1590 1595 1600 

Val Asp Arg Glu Ser Cys Ser Leu Gin Pro Cys Glu Tyr Val Trp He 
1605 1610 1615 

30 Thr Gly Glu Trp Ser Glu Cys Ser Val Thr Cys Gly Lys Gly Tyr Lys 
1620 1625 1630 

Gin Arg Leu Val Ser Cys Ser Glu He Tyr Thr Gly Lys Glu Asn Tyr 
1635 1640 1645 

35 

Glu Tyr Ser Tyr Gin Thr Thr He Asn Cys Pro Gly Thr Gin Pro Pro 
1650 1655 . 1660 

Ser Val His Pro Cys Tyr Leu Arg Glu Cys Pro Val Ser Ala Thr Trp 
40 1665 1670 1675 1680 

Arg Val Gly Asn Trp Gly Ser Cys Ser Val Ser Cys Gly Val Gly Val 
1685 1690 1695 

45 Met Gin Arg Ser Val Gin Cys Leu Thr Asn Glu Asp Gin Pro Ser His 
1700 1705 1710 

Leu Cys His Thr Asp Leu Lys Pro Glu Glu Arg Lys Thr Cys Arg Asn 
1715 1720 1725 

50 

Val Tyr Asn Cys Glu Leu Pro Gin Asn Cys Lys Glu Val Lys Arg Leu 
1730 1735 1740 

Lys Gly Ala Ser Glu Asp Gly Glu Tyr Phe Leu Met lie Arg Gly Lys 
55 1745 1750 1755 1760 

Leu Leu Lys He Phe Cys Ala Gly Met His Ser Asp His Pro Lys Glu 
1765 1770 1775 

60 Tyr Val Thr Leu Val His Gly Asp Ser Glu Asn Phe Ser Glu Val Tyr 
1780 1785 1790 

Gly His Arg Leu His Asn Pro Thr Glu Cys Pro Tyr Asn Gly Ser Arg 
1795 1800 1805 

65 

Arg Asp Asp Cys Gin Cys Arg Lys Asp Tyr Thr Ala Ala Gly Phe Ser 
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1810 1815 1820 

Ser Phe Gin Lys lie Arg lie Asp Leu Thr Ser Met Gin lie lie Thr 
1825 1830 1835 1840 

5 

Thr Asp Leu Gin Phe Ala Arg Thr Ser Glu Gly His Pro Val Pro Phe 
1845 1850 1855 

Ala Thr Ala Gly Asp Cys Tyr Ser Ala Ala Lys Cys Pro Gin Gly Arg 
10 1860 1865 1870 

Phe Ser lie Asn Leu Tyr Gly Thr Gly Leu Ser Leu Thr Glu Ser Ala 
1875 1880 1885 

15 Arg Trp lie Ser Gin Gly Asn Tyr Ala Val Ser Asp lie Lys Lys Ser 
1890 1895 1900 

Pro Asp Gly Thr Arg Val Val Gly Lys Cys Gly Gly Tyr Cys Gly Lys 
1905 1910 1915 1920 

20 

Cys Thr Pro Ser Ser Gly Thr Gly Leu Glu Val Arg Val Leu 
1925 1930 



25 
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^ which arc immunospecitlc for one or more of ihc ADAMTS-N proteins. The present invention also relates to a protein referred to 
5^ hereinafter as ADAMTS-Rl (ADAM-TS Related protein- 1 ) and the polynucleotides which encode such protein. 
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NUCLEIC ACIDS ENCODING ZINC METALLOPROTEASES 

Background of the Invention 
This invention relates to isolated nucleic acid -molecules 

5 which encode proteins belonging to a zinc metalloprotease family. 

The zinc metalloproteases have been implicated in a variety of 

diseases and development disorders that involve* enhanced or 

depressed proteolysis of components of the extracellular matrix, 

receptors, or other extracellular molecules. 

10 More particularly, the invention relates to isolated nucleic 

acid molecules encoding proteins belonging to a subfamily of zinc 

metalloproteases referred to as «ADAMTS" , an abbreviation for A 

Disintegrin-like And Metalloprotease domain with ThromboSpondin type 

I motifs. Proteins in the ADAMTS subfamily all possess a Zn 

15 protease catalytic site consensus sequence (HEXXH+H) , which suggests 

an intact catalytic activity for each of these proteins. The ADAMTS 

proteins also have putative N-terminal signal peptides and lack 

transmembrane domains, which suggests that the proteins in this 

subfamily are secreted. The proteins in the ADAMTS subfamily also 

20 possess at least one thrombospondin type (TSPl) motif, which suggests 

a binding of these proteins to components of the extracellular matrix 

(ECM) or to cell surface components. 

Members of the ADAMTS subfamily of proteins are ADAMTS-1, 

ADAMTS-2, ADAMTS-3, and ADAMTS-4. ADAMTS-1 protein is selectively 

25 expressed in colon 26 adenocarcinoma cachexigenic sublines. ADAMTS-1 

mRNA is induced by the inflammatory cytokine interleukin- 1 in vitro 

and by intravenous administration of lipopolysaccharide in vivo. 

Thus, the ADAMTS-1 protein is believed to play a role in tumor 

cachexia and inflammation. 

30 The AbAMTS-2 protein is also known as procollagen I/H amino- 

propetide processing enzyme or PCINP. The ADAMTS-2 protein catalyzes 
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cleavage of native triple-helical procollagen I and procollagen II. 
The ADAMTS-2 protein also has an affinity for collagen XIV, Lack of 
the ADAMTS-2 protein is known to cause derma to spar ax is in cattle, or 
* Ehlers-Danlos syndrome type VIIC (EDS-VIIC) in humans. EDS-VIIC is 
5 characterized clinically by severe skin fragility, and biochemically 
by the presence in skin of procollagen which is incompletely 
processed at the amino terminus. Thus, it is believed that the 
ADAMTS-2 protein plays a role in processing of procollagen to mature 
collagen, an essential step for correct assembly of collagen into ^ 

10 collagen fibrils. The ADAMTS-3 protein is similar in sequence to 
ADAMTS-2 and may have similar function. 

The ADAMTS-4 protein catalyzes cleavage of the core protein of 
the extracellular matrix proteoglycan, aggrecan. Aggrecan 
degradation is an important factor in the erosion of articular 

15 cartilage in arthritic disease. Aggrecan fragments have been 

identified in cultures undergoing cartilage matrix degradation and in 
arthritic synovial fluids. Therefore, overexpression or activation 
10 of ADAMTS-4 protein may be related to both inflammatory and non- 
inflammatory arthritis. 

20 On the basis of the structure, location, and the demonstrated 

proteolytic activity of ADAMTS proteins 1-4, it is expected that 
other members of the ADAMTS subfamily play a role in the cleavage of 
proteoglycan core proteins that are found in the extracellular 
matrix, such as, for example, versican, brevican, neuracan, NG-2, 

25 aggrecan, as well as molecules such as collagen. It is also expected 
that other members of the ADAMTS subfamily play a role in 
embryogenesis, implantation of a fertilized egg, angiogenesis , 
arthritic degradation of cartilage, inflammation, nerve regeneration, 
tumor growth, and metastases. 

3 0 Thus, it is desirable to have other members of the ADAMTS 
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subfamily of proteins, the nucleic acids that encode such proteins, 
and antibodies that are specific for such proteins . Such molecules 
are useful research tools for studying development of the^ 
extracellular matrix during embryogenesis and fetal development, and 
5 for studying disorders or diseases that are characterized by improper 
development of the extracellular matrix or enhanced or reduced 
destruction of the extracellular matrix. Such molecules, 
particularly the nucleic • acids and the antibodies, are also useful 
tools for diagnosing such diseases or for monitoring the efficacy o^ 
10 therapeutic agents that have been developed to treat such diseases. 

Summary of the Invention 
The present invention provides novel, isolated, and 
substantially purified proteins having the characteristics of an 
15 ADAMTS protein. The novel proteins are referred to hereinafter 
individually as «ADAMTS-5", "ADAMTS-6", "ADAMTS-7", "ADAMTS-8", 
"ADAMTS-9" and "ADAMTS - 10 " , and collectively as ''ADAMTS-N". In one 
embodiment, the ADAMTS -5 protein is a mature mouse protein which 
comprises amino acid 231 through amino acid 930 of the sequence set 
20 forth set forth in SEQ ID NO: 2. In another embodiment, ADAMTS-5 is 
a human ADAMTS-5 protein which comprises amino acid 1 through amino 
acid 518 of the sequence set forth in SEQ ID NO: 4. In one 
embodiment, mature human ADAMTS-6 protein comprises amino acid 245 
through amino acid 860 of SEQ ID NO: 6. In one embodiment, mature 
25 human ADAMTS-7 protein comprises amino acid 233 through amino acid 
997 of the sequence set forth in SEQ ID NO: 8. In one embodiment, 
mature ADAMTS-8 protein is a mouse protein which comprises amino acid 
22 9 through amino acid 905 of the sequence set forth in SEQ ID NO: 
10. In another embodiment, ADAMTS-8 protein is a human protein which 
30 comprises amino acid 1 through amino acid* 245 of the sequence set 
forth in SEQ ID NO: 12 . • In one embodiment, mature ADAMTS -9 protein 
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is a human protein which comprises amino acid 236 through amino acid 
1882 of the sequence set forth in SEQ ID NO: 14. In another 
embodiment, ADAMTS-9 protein is a mouse protein which comprises amino 
acid 1 through amino acid 974 of the sequence set forth in SEQ ID NO: 
5 16. In one embodiment, mature ADAMTS 10 protein is a human protein 
which comprises amino acid 212 through amino acid 1081 of the 
sequence set forth in SEQ ID NO: 18. In another embodiment, ADAMTS - 
10 protein is a mouse protein which comprises amino acid 1 through 
amino acid 547 of the sequence set forth in SEQ ID NO: 20. y 

10 The present invention also provides isolated polynucleotides 

which encode an ADAMTS -N protein or a variant thereof, polynucleotide 
sequences complementary to such polynucleotides, vectors containing 
such polynucleotides, and host cells transformed or transfected with 
such vectors. The present . invention also relates to antibodies which 

15 are immunospecif ic for one or more of the ADAMTS-N proteins. The 
present invention also relates to a protein referred to hereinafter 
as ADAMTS-Rl (ADAM-T-S Related protein- 1) and the polynucleotides 
which encode such protein. In one embodiment, the ADAMTS-Rl protein 
comprises amino acid 1 through amino acid 52 5 of the sequence set 

2 0 forth in SEQ. ID NO: 22. 

Brief Description of the Drawings 
Figure 1 shows an amino acid sequence (SEQ ID NO: 2) of a full-length 

mouse ADAMTS -5 protein and a nucleic acid secjuence (SEQ ID NO: 1) 

which encodes such protein. 

25 Figure 2 shows an amino acid sequence (SEQ ID NO: 4) of a partial 

human ADAMTS -5 protein and a nucleic acid sequence (SEQ ID NO: 3) 

which encodes such protein. 

Figure 3 shows an amino acid sequence (SEQ ID NO: 6) of a full-length 
human ADAMTS-6 protein and a nucleic acid sequence (SEQ ID NO: 5) 
30 which encodes such protein. 
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Figure 4 shows an amino acid sequence (SEQ ID NO: 8) of a full-length 
human ADAMTS-7 protein and a nucleic acid sequence (SEQ ID NO: 7) 
which encodes such protein. 

Figure 5 shows an amino acid sequence (SEQ ID NO: 10) of a full- 
5 length mouse ADAMTS-8 protein and a nucleic acid sequence (SEQ ID 
NO: 9) which encodes such protein. 

Figure 6 shows an amino acid sequence (SEQ ID NO: 12) of a partial 
human ADAMTS-8 protein and a nucleic acid sequence (SEQ ID NO: 11) 
which encodes such amino acid sequence.* ^ 
10 Figure 7 shows an amino acid sequence (SEQ ID NO: 14) , of a full- 
length human ADAMTS-9 protein and a nucleic acid sequence (SEQ ID NO: 
13) Which encodes such protein. 

Figure 8 shows an amino acid sequence (SEQ ID NO: 16) of a partial 
mouse ADAMTS-9 protein and a nucleic acid sequence (SEQ ID NO: 15) 
15 which encodes such amino acid sequence. 

Figure 9 shows an amino acid sequence (SEQ ID NO: 18) of a full-length 
human ADAMTS-IO protein and a nucleic acid sequence (SEQ ID NO: 17) 
which encodes such protein. 

Figure 10 show's an amino acid sequence (SEQ ID NO: 20) of a partial 
20 mouse ADAMTS-10 protein and a nucleic acid sequence (SEQ ID NO: 19) 
which encodes such amino acid sequence. 

Figure 11 shows an amino acid sequence (SEQ ID NO: 22) of a full 
length ADAMTS-Rl protein and a nucleic acid sequence (SEQ ID NO: 21) 
which encodes such protein. 

25 Figure 12 depicts the cloning strategy used for isolation of a. mouse 
and human ADAMTS-5 cDNAs b. human ADAMTS-6 cDNA and c. human ADAMTS-7 
cDNA. The domain organization of each protein relative to the cDNA 
clones (thin line) is shown as is the extent of overlap between 
clones. The original I.M.A.G.E. clones are underlined. Intronic 

30 regions of incompletely spliced transcripts are shown by the angled 
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dotted lines. DNA scale marker (in bp) and amino acid scale marker 
are at upper right. Location of the probe used for in situ 
hybridization (ISH) is shown in a. 

Figure 13 shows the predicted amino acid sequences of a. the mouse 
5 and human ADAMTS-5 proteins (alignment shows mouse sequence above, 

partial human sequence below) b. ADAMTS-6, and c. ADAMTS-7. The 
' active-site sequences and proposed Met-turn are enclosed in boxes. 
' Potential furin cleavage site(8) are indicated by arrows. 

Thrombospondin type-1 modules are underlined. Potential sites for N- 

10 inked glycosylation are overlined. Cysteine residues within the 
context of an MMP-like **cysteine switch" are indicated by the solid 
circles. Other cysteine residues are indicated by asterisks. The 
prodomain extends until the furin cleavage site, and the catalytic 
domain extends from the furin cleavage site to the approximate start 

15 of the disintegrin-like sequence (Dis) • The start of the spacer 

domain is indicated; the region between the N- terminal TS domain and 
the spacer domain is the cysteine-rich domain. The single letter 
amino acid code is used. 

Figure 14 shows Northern analysis of expression of ADAMTS-5, 6 and 7. 

20 RNA kilobase markers are shown at left of each autoradiogram, and 

tissue origin is indicated above each lane. a* Mouse embryo northern 
blots. b. Human multiple adult tissue northern blots. 
Figure 15 is a schematic representation of the domain structure of 
ADAMTS-Rl protein as compared to ADAMTS-1 protein. 

25 Figure 16 shows an amino acid sequence (SEQ ID NO: 24) of an 

alternative embodiment of a full-length human ADAMTS-10 protein and a 
nucleic acid sequence (SEQ ID NO: 23) which encodes such protein. 
Figure 17 shows an amino acid sequence (SEQ ID NO: 26) of an 
alternative embodiment of human ADAMTS-9, which is a full-length 

30 protein designated as human ADAMTS-9b and a nucleic acid sequence 
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(SEQ ID NO: 25) which encodes such protein. 

Figure 18 is a schematic representation of the domain structure of 
human ADAMTS-9b protein as compared to human and mouse ADAMTS-9 
protein. 

5 Detailed Description of the Invention 

ADAMTS-N Proteins 

The present invention relates to novel, isolated, substantially 

purified, mammalian proteins belonging to the ADAMTS subfamily of 

metalloproteases. As used herein, the term "substantially purified" 

10 refers to a protein that is removed from its natural environment, ^ 
isolated or separated, and at least 60% free, preferably 75% free, 
and most preferably 90% free from other components with which it is 
naturally associated. 

The novel mammalian proteins are ADAMTS-5, ADAMTS-6, ADAMTS-7, 

15 ADAMtS-8, ADAMTS-9 and ADAMTS-IO, collectively ADAMTS-N. In one 
embodiment, the ADAMTS-5 protein is a mature mouse protein which 
comprises amino acid 231 through amino acid 930 of the sequence set 
forth in SEQ ID NO: 2. In another embodiment, the ADAMTS-5 protein 
is a human protein which comprises amino acid 1 through amino acid 

20 518 of the sequence set forth in SEQ ID NO: 4. In one embodiment, 
ADAMTS-6 protein is a mat-Lire human protein which comprises amino 
acid 245 through amino acid 860 of SEQ ID NO: 6. In one embodiment, 
the ADAMTS-7 protein is a mature human protein which comprises amino 
acid 233 through amino acid 997 of the sequence set forth in SEQ ID 

25 NO: 8. In one embodiment, the ADAMTS-8 protein is a mature mouse 
protein which comprises amino acid 229 through amino acid 905 of the 
sequence set forth in SEQ ID NO: 10. In another embodiment, the 
ADAMTS-8 protein is a human protein which comprises amino acid 1 
through amino acid 245 of the sequence set forth in SEQ ID NO: 12. 

30 In one embodiment, the ADAMTS-9 is a mature human protein which 

comprises amino acid 236 through amino acid 1882 of the ■ sequence ♦ set 
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forth in SEQ ID NO: 14. In another embodiment, the ADAMTS-9 protein 
is a mouse protein which comprises amino, acid 1 through amino acid 
874 of the sequence set forth in SEQ ID NO: 16. In another 
embodiment, the ADAMTS-9 designated ADAMTS-9b is a human protein 
5 which is comprised of 1934 amino acids as set forth in SEQ ID NO 26. 
In one embodiment, the ADAMTS- 10 protein is a mature human protein 

- which comprises amino acid 212 through amino acid 1081 of the 

- sequence set forth in SEQ ID NO: 18. In another embodiment the 
ADAMTS* 10 protein is a mouse protein which comprises amino acid 1 ^ 

10 through- amino acid 525 of the sequence set forth in SEQ ID NO: 20. In 
another embodiment, the ADAMTS-10 protein is a human protein which is 
comprised of 1072 amino acids as set forth in SEQ ID NO 24. 

All of the novel ADAMTS-N proteins starting at the amino 
terminus comprise a signal sequence followed by a putative pro region 

15 which contains a consensus sequence for furin cleavage (except for 
ADAMTS-10) , a catalytic domain, a domain of 60-90 residues with 35 to 
45% similarity to snake venom disintegrins, a TS module, a cysteine 
rich domain containing multiple conserved cysteine residues, a spacer 
domain, and one or multiple C terminal TS modules. (See Figure 12.) 

20 As determined using the BLAST software, from the National Center for 
Biotechnology Information, the predicted mature forms of the ADAMTS-N 
proteins show an overall 20-30% similarity to each other and to 
ADAMTS-1-4, although this may be considerably higher or lower for 
individual domains as described below. 

25 The ADAMTS-N proteins also encompass variants of the ADAMTS-N 

proteins shown in Figs, 1-10. A ''variant" as used herein, refers to 
a protein whose amino acid sequ nee is similar to one of the amino 
acid sequences shown in Figs. 1-10, hereinafter referred to as the 
reference amino acid sequence, but does not have 100% identity with 

30 the reference sequence. The variant protein has an altered sequence 
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in which one or more of the amino acids in the reference sequence is 
deleted or substituted, or one or more amino acids are inserted into 
the sequence of the reference amino acid sequence. As a result of 
the alterations, the variant protein has an amino acid sequence which 
5 is at least 95% identical to the reference sequence, preferably, at 
least 97% identical, more preferably at least 98% identical, most 
preferably at least 99% identical to the reference sequence. Variant 
sequences which are at least 95% identical have no more than 5 
alterations, i.e. any combination of deletions, insertions or ^ 
10 substitutions, per 100 amino acids of the reference sequence. 

Percent identity is determined by comparing the amino acid sequence 
of the variant with the reference sequence using MEGALIGN project in 
the DNA STAR program. Sequences are aligned for identity 
calculations using the method of the software basic local alignment 
15 search tool in the BLAST network service (the National Center for 
Biotechnology Information, Bethesda, MD) which employs the method of 
Altschul, S. F., Gish, W. , Miller, W., Myers, E. W. & Lipman, D. J. 
(1990) J. Mol. Biol. 215, 403-410. Identities are calculated by the 
Align program (DNAstar, Inc.) In all cases, internal gaps and amino 
20 acid insertions in the candidate sequence as aligned are not ignored 
when making the identity calculation. 

While it is possible to have nonconseirvative amino acid 
substitutions, it is preferred that the substitutions be conservative 
amino acid substitutions, in which the substituted amino acid has 
25 similar structural or chemical properties with the corresponding 
amino acid in the reference sequence . By way of example, 
conservative amino acid substitutions involve substitution of one 
aliphatic or hydrophobic amino acids, e.g. alanine, valine, leucine 
and isoleucine, with another; substitution of one hydroxyl- containing 
30 amino^acid, e.g. serine and threonine, with another; substitution of 
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one acidic residue, e.g. glutamic acid or aspartic acid, with 
another; replacement of one amide -containing residue, e.g. asparagine 
and glutamine, with another; replacement of one aromatic, residue, 
■ e.g. phenylalanine and tyrosine, with another; replacement of one 
5 basic residue, e.g. lysine, arginine and histidine, with another; and 

replacement of one small amino acid, e.g., alanine, serine, 
: threonine, methionine, and glycine, with another. 

The alterations are designed not to abolish the 
immunoreactivity of the variant protein with antibodies that bind tp 

10 the reference protein. Guidance in determining which amino acid 
residues may be substituted, inserted or deleted without abolishing 
immunoreactivity of the variant protein with an antibody specific for 
the respective reference protein are found using computer programs 
well known in the art, for example, DNASTAR software, 

15 The ADAMTS-N proteins also encompass fusion proteins comprising 

an ADAMTS-N protein and a tag, i.e., a second protein or one or more 
amino acids, preferably from about 2 to 65 amino acids, more 
preferably from about 34 to about 62 amino acids, which are added to 
the amino terminus of, the carboxy terminus of, or any point within 

2 0 the amino acid sequence of an ADAMTS-N protein, or a variant of such 
protein. Typically, such additions are made to stabilize the 
resulting fusion protein or to simplify purification of an expressed 
recombinant form of the corresponding ADAMTS-N protein or variant of 
such protein. Such tags are known in the art. Representative 

25 examples of such tags include sequences which encode a series of 
histidine residues, the epitope tag FLAG, the Herpes simplex 
glycoprotein D, beta-galactosidase, maltose binding protein, or 
glutathione S-transf erase . 

The ADAMTS-N proteins also encompass ADAMTS-N proteins in which 

30 one or more amino acids, preferably no more than 10 amino acids, in 
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the respective ADAMTS-N protein are altered by posttranslation 
processes or synthetic methods. Examples of such modifications 
include, but are . not limited to, acetylation, amidation, . ADP- 
ribosylation, covalent attachment of flavin, covalent attachment of a 
5 heme moiety, covalent attachment of a nucleotide or a lipid, cross- 
linking gamma -carboxylat ion, glycosylation, hydroxylation, 
iodination, methylation, myristoylation, oxidation, pegylation, 
proteolytic processing, phosphorylation, prenylation, racemization, 
sulfation, and transfer-RNA mediated additions of amino acids to ✓ 

10 proteins such as arginylation and ubiquitination. 

The ADAMTS-N proteins are immunogenic and, thus, are useful for 
preparing antibodies. Such antibodies are useful for identifying and 
diagnosing disorders which are associated with decreased expression 
or activity or increased expression of an ADAMTS-N protein. The 

15 ADAMTS-N protein may also be useful for treating such disorder. 

Diseases involving enhanced or depressed proteolyisis of the 
' core proteins of the extracellular may involve enhanced expression or 
activity or decreased expression or activity of one or more ADAMTS-N 
proteins. Thus, ADAMTS-N proteins may be used to identify drugs, 

20 polypeptides, auto-antibodies, or other natural compounds which bind 
to an ADAMTS-N protein with sufficient affinity to block or 
facilitate its activity. The activity of the ADAMTS-N protein is 
assayed in the presence and the absence of the putative inhibitor or 
facilitator using any of a variety of protease assays known in the 

25 art. In general, the activity of the ADAMTS-N protein is assayed 
through the use of - a peptide or protein substrate having a known or 
putative cleavage site for the ADAMTS-N protein. To detect cleavage 
or to monitor the extent of cleavage, the substrate is tagged in a 
manner which provides a detectable signal upon cleavage. For 

30 example; the substrate may be tagged with a fluorescent group on one 
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side of the cleavage site and with a fluorescence-quenching group on 
the opposite side of the cleavage site. Upon cleavage by the 
substrate, quenching is eliminated and a detectable signal is 
produced. Alternatively, the substrate is tagged with a colorimetric 
5 leaving group that more strongly absorbs upon cleavage. Agents which 
block ADAMTS-N-catalyzed cleavage of a protein substrate may be 
administered to a subject to block proteolysis of the corresponding 
protein substrate. 

ADAMTS-Rl Protein ^ 
10 The present invention also relates to a protein, referred to 

hereinafter as "ADAMTS-Rl". From its amino to its carboxyl terminus, 

ADAMTS-Rl comprises a signal peptide sequence, a TSl module, a 

cysteine-rich domain, a spacer domain, and three TSl modules. Thus, 

ADAMTS-Rl has a structure which is related to or similar to an 

15 ADAMTS-N protein, but which lacks a catalytic domain 'and a 

disintegrin-like domain. In one embodiment, ADAMTS-Rl, protein 
comprises amino acid 1 through amino acid 525 of the amino acid 
sequence, SEQ ID N0:22, shown in Fig. 11. Such protein has a 30-40% 
overall sequence identity with similar regions of the ADAMTS-N 

20 proteins. The ADAMTS-Rl proteins also encompass variants of the 
amino acid sec[uence shown in Fig. 11 and fusion proteins which 
contain the amino acid sequence shown in Fig. 11 or a variant 
thereof. On the basis of its domain organization, it is expected 
that ADAMTS-Rl can bind to extracellular matrix or cell surface 

25 molecules, including ADAMTS-N substrates. Thus, it is expected that 
ADAMTS-Rl can be used as an cell-matrix or cell-cell adhesion 
molecule or an ADAMTS-N competitive inhibitor. The ADAMTS-Rl 
proteins are also useful for preparing antibodies. Such antibodies 
are useful for identifying tissues where ADAMTS-Rl is expressed and 

30 for diagnosing disorders which are associated with decreased 
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expression or increased expression of. an ADAMTS-Rl protein. 
Polynucleotides 

The present invention also provides isolated polynucleotides 
which encode the mammalian ADAMTS-N proteins and the mammalian 
5 ADAMTS-Rl protein. Figure 1 shows one embodiment of a 

polynucleotide, SEQ ID NO: 1, which encodes the full-length mouse 
ADAMTS-5 protein. Figure 2 shows one embodiment of a polynucleotide; 
SEQ ID NO: 3, which encodes a partial human ADAMTS-5 protein. Figure 
3 shows one embodiment of a polynucleotide; SEQ ID NO: 5, which 

10 encodes a full-length human ADAMTS-6 protein. Figure 4 shows one 
embodiment of a polynucleotide; SEQ ID NO: 7, which encodes a full- 
length human ADAMTS-7 protein. Figure 5 shows one embodiment of a 
polynucleotide; SEQ ID NO: 9, which encodes a full-length mouse 
ADAMTS-8 protein. Figure 6 shows one embodiment of a polynucleotide; 

15 SEQ ID NO: 11, which encodes a partial human ADAMTS-8 protein. 
Figure 7 shows one embodiment of a polynucleotide; SEQ ID NO: 13, 
which encodes a full-length human ADAMTS-9 protein. Figure 8 shows 
one embodiment of a polynucleotide; SEQ ID NO: 15, which encodes a 
partial ADAMTS-9 protein. Figure 9 shows one embodiment of a 

20 polynucleotide; SEQ ID NO: 17, which encodes a full-length human 
ADAMTS-10 protein. Figure 10 shows one embodiment of a 
polynucleotide; SEQ ID NO: 19, which encodes a partial mouse ADAMTS- 
10 protein. Figure 11 shows one embodiment of a polynucleotide; SEQ 
ID NO: 21, which encodes a full-length ADAMTS-Rl protein. 

25 Due to the known degeneracy of the genetic code wherein more 

than one codon can encode the same amino acid, a DNA sequence may 
vary from that shown in SEQ ID NO: 1 and still encode an ADAMTS-5 
protein having the amino acid secjuence of SEQ ID NO: 2. Similarly, a 
DNA sequence may vary from that shown in SEQ ID NO: 5, and still 

30 encode an ADAMTS-6 protein having the amino acid sequence set forth 
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in SEQ ID NO:6. Similarly a DNA sequence may vary from that shovm in 
SEQ ID NOS: 7, 9, 11, and 13, and still encode the amino acid 
• sequences shovm in SEQ ID NOS: 8, 10, 12, and 14, respectively. 

Such variant DNA sequence may result from silent mutations, such as 
5 for example those that occur during PGR . amplification or from 
deliberate mutagenesis of a native sequence. 

The present polynucleotides also encompass polynucleotides 
having sequences that are capable of hybridizing to the nucleotide 
sequences of FIGS 1-11 under stringent conditions, preferably ^ 

10 highly stringent conditions. Hybridization conditions are based on 
the melting temperature™ of the nucleic acid binding complex or 
probe, as described in Berger and Kimmel (1987) Guide to Molecular 
Cloning Techniques, Methods in Enzymology, vol 152, Academic Press. 
- The term '^stringent conditions, as used herein, is the "stringency" 

15 which occurs within a range from about Tm-5 (5<> below the melting 
temperature of the probe) to about 20® C below Tm. As used herein 
"highly stringent" conditions employ at least 0.2 x SSC buffer and at 
least 65® C. As recognized in the art, stringency conditions can be 
attained by varying a number of factors such as the length and 

20 nature, i.e., DNA or RNA, of the probe; the length and nature of the 
target sequence, the concentration of the salts and other components, 
such as formamide, dextran sulfate, and polyethylene glycol, of the 
hybridization solution. All of these factors may be varied to 
generate conditions of stringency which are equivalent to the 

25 conditions listed above. 

The present polynucleotides also encompasses alleles of the 
ADAMTS-N and ADAMTS-Rl encoding sequences. As used herein, an allele 
or allelic sequence is an alternative form of an ADAMTS-N or ADAMTS- 
Rl encoding sequence which is present at the same gene locus. The 

30 allele may result from one or more mutations in the MAMTS-N or 
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ADAMTS-Rl encoding sequence. Such mutations typically arise from 
natural addition, deletion of substitution of nucleotides in the open 
reading frame sequences. Any gene which encodes an ADAMTS-N protein 
or ADAMTS-RI protein may have none, one, or several allelic forms. 
5 Such alleles are identified using conventional techniques, such as 
for example screeningt libraries with probes having sequences 
identical to or complementary with one or more ADAMTS-N 
polynucleotides . 

The present polynucleotides also encompass ^altered ^ 

10 polynucleotides which encode ADAMTS-N proteins, ADAMTS-Rl proteins, 
and variants thereof. Such alterations include deletions, additions, 
or substitutions. Such alterations may produce a silent change and 
result in an ADAMTS-N protein having the same amino acid sequence as 
the ADAMTS-N protein encoded by the unaltered polynucleotide. Such 

15 alterations may produce a nucleotide sequence possessing non- 
naturally occurring codons . For example, codons preferred by a 
particular prokaryotic or eucaryotic host may be incorporated into 
the nucleotide sequences showing Figures 1 -11 to increase the rate 
of expression of the proteins encoded by such sequences. Such 

20 alterations may also introduce new restriction sites into the 

sequence or result in the production of an ADAMTS-N or ADAMTS-RI 
variant. Typically, such alterations are accomplished using site- 
directed mutagenesis. 

The polynucleotides are useful for producing ADAMTS-N or 

25 ADAMTS-Rl proteins. For example, an RNA molecule encoding an ADAMTS- 
N protein is used in a cell-free translation systems to prepare such 
protein. Alternatively, a DNA molecule encoding an ADAMTS-N protein 
is introduced into an expression vector and used to transform cells. 
Suitable expression vectors include for example chromosomal, 

30 nonchromosomal and synthetic DNA sequences, e.g., derivatives of 



BNSCXX:iD: <WO__011 1074A2.IA> 



wo 01/011074 



PCT/USOO/21223 



-16- 

SV4 0, bacterial plasmids, phage DNAs; yeast plasmids, vectors derived 
from combinations of plasmids and phage DNAs, viral DNA such as 
: vaccinia, adenovirus, fowl pox virus, pseudorabies , baculovirus, and 
. retrovirus. The DNA sequence is introduced into the expression 
5 vector by 5 conventional procedures. 

Accordingly, the present invention also relates to recombinant 
constructs comprising one or more of the present polynucleotide 
sequences. Suitable constructs include, for example, vectors, such 
as a plasmid, phagemid, or viral vector, into which a sequence that^ 
10 encodes an ADAMTS-N protein or an ADAMTS-Rl protein has been 

inserted. In the expression vector, the DNA sequence which encodes 
the ADAMTS-N protein is operatively linked to an expression control 
sequence, i.e., a promoter, which directs mRNA synthesis. 
• Representative examples of such promoters, include the LTR or SV40 
15 promoter, the E. coli lac or trp, the phage lambda PL promoter and 
other promoters known to control expression of genes in prokaryotic 
or eukaryotic cells or in viruses. The promoter may also be the 
. natural promoter of the ADAMTS-N encoding sequence. The expression 
vector, preferably, also contains a ribosome binding site for 
20 translation initiation and a transcription terminator. Preferably, 
the recombinant expression vectors also include an origin of 
replication and a selectable marker, such as for example, the 
ampicillin resistance gene of E, coli to permit selection of 
transformed cells, i.e. cells that are expressing the heterologous 
25 DNA sequences. The polynucleotide sequence encoding the ADAMTS-N 
protein is incorporated into the vector- in frame with translation 
initiation and termination sequences. 

The polynucleotides encoding an ADAMTS-N or ADAMTS-Rl protein 
are used to express recombinant protein using techniques well known 
30 in the art. Such techniques are described in Sambrook, J. et al 
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(1989) Molecular Cloning A Laboratory Manual, Cold Spring Harbor 
Press, Plainview, N.Y. and Ausubel, F. M. et al. (1989) Cuurent 
Protocols in Molecular Biology, John Wile & Sons, New York, NY. 

Polynucleotides encoding an ADAMTS-N or ADAMTS-Rl protein may 
5 also be used for diagnostic purposes. . The polynucleotides may be 

used to detect and quantify ADAMTS-N or ADAMTS-Rl gene transcripts in 
biopsied tissues in which enhanced expression or reduced expression 
of the corresponding ADAMTS-N or ADAMTS-RI gene is correlated with a 
disease. The diagnostic assay may be used to determine, whether ^ 
10 expression is absent, present, or altered and to determine whether 
certain therapeutic agents modulate expression of the corresponding 
ADAMTS-N or ADAMTS-Rl gene. 

Also encompassed by the present invention, are single stranded 
polynucleotides, hereinafter referred to as antisense 
15 polynucleotides, having sequences which are complementary to the DNA 
and RNA sequences which encode the ADAMTS-N or ADAMTS-Rl proteins. 
The term complementary as used herein refers to the natural binding 
of the polynucleotides under permissive salt and 5 temperature 
conditions by base pairing. 
20 The present invention also encompasses oligonucleotides that 

are used as primers in polymerase chain reaction (PCR) technologies 
to amplify transcripts of the genes which encode the ADAMTS-N and 
ADAMTSR-1 proteins or portions of such transcripts. Preferably, the 
primers comprise 18-30 nucleotides, more preferably 19-25 
25 nucleotides. Preferably, the primers have a G+C content of 40% or 
greater. Such oligonucleotides are at least 98% complementary with a 
portion of the DNA strand, i.e., the sense strand, which encodes the 
respective ADAM-TS family protein or a portion of its corresponding 
antisense strand. Preferably, the primer has at least 99% 
30 complementarity, more preferably 100% complementarity, • with such 
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sense strand or its corresponding antisense strand. . Primers which 
are which have 10 0% complementarity with the antisense strand of a 
double -stranded DNA molecule which encodes an ADAMTS-N protein have a 
sequence which is identical to a sequence contained within the sense 
5 strand. The identity of primers which are 15 nucleotides in length 
and have full complementarity with a portion of the antisense strand 
of a double -stranded DNA molecule which encodes the ADAMTS-N protein 
is determined using the nucleotide sequences, shown in FIG I - 11 and 
described by the general formula a-b; where a is any integer between 

10 I and the position number of the nucleotide which is located 15 

residues upstream of the 3' end of the sense or antisense strand of 
the cDNA sequences shown in FIG 1 -11; where b is equal to a+14; and 
where both a and b correspond to the positions of nucleotide residues 
of the cDNA sequences shown in FIGS 1-11. 

15 The present invention also encompasses oligonucleotides that 

are useful as hybridization probes for for isolating and identifying 
cDNA clones and genomic clones encoding the ADAMTS-N or ADAMTS-Rl 
protein or allelic forms thereof. Such hybridization probes are also 
useful for detecting transcripts of the genes which encode the 

20 ADAMTS-N family proteins or for mapping of the genes which encode the 
ADAMTS-N proteins Preferably, such oligonucleotides comprise at least 
210 nucleotides, more preferably at least 230, most preferably from 
about 210 to 280 nucleotides. Such hybridization probes have a 
sequence which is at least 90% complementary with a sequence 

25 contained within the sense strand of a DNA molecule which encodes an 
ADAMTS-N protein or ADAMTS-Rl protein or with a sequence contained 
within its corresponding antisense strand. Such hybridization probes 
bind to the sense strand under stringent conditions. The term 
**stringent conditions" as used herein is the binding which occurs 

30 within a range from about Tin 5'C (5'C below the melting temperature 
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Tm of the probe) to about "20°C to 25«>C below Tm. The probes are used 
in Northern assays to detect transcripts of ADAMTS-N homologous genes 
and in Southern assays to detect ADAMTS-N homologous genes. The 
identity of probes which are 200 nucleotides 5 in length and have 
5 full complementarity with a portion of the antisense strand of a 
double -stranded DNA molecule which encodes the ADAMTS-N protein is 
determined using the nucleotide sequences shown in FIG 1-10 and 
described by the general formula a-b; where a is. any integer between 
I and the position number of the nucleotide which is located 200 

10 residues upstream of the 3' end of the sense or antisense strand of 
the cDNA sequences shown in FIG 1 -10; b is equal to a +200; and 
where both a and b correspond to the positions of nucleotide residues 
of the cDNA sequences shown in FIG 1-10. 

Such probes or primers are also useful for identifying tissues 

15 or cells in which the corresponding ADAMTS-N or ADAMTS-Rl gene is 

preferentially expressed either constitutively or at particular state 
of tissue differentiation or development or in disease states. 
Expression of the ADAMTS-N or ADAMTS-Rl gene in a particular tissue 
or group of cells is determined using conventional procedures 

20 including, but not limited to. Northern analysis, in situ 
hybridization to RNA or RT-PCR amplification. Isolated 
polynucleotides encoding an ADAMTS-N or ADAMTS-Rl protein are also 
useful as chromosome markers to map linked gene positions, to 
identify chromosomal aberrations such as translocations, inversions 

25 and trisomies, to compare with endogenous DNA sequences in patients 
to identify potential genetic disorders, and as probes to hybridize 
and thus discover novel, related DNA sequences. For use in such 
studies and assays, the probes may be labeled with radioisotopes, 
fluorescent labels, or enzymatic labels. The assays include, but are 

30 not limited- to. Southern blot, in situ hybridization to DNA in cells 
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and chromosomes, PGR, and allele specific hybridization. 
Antibodies 

In another aspect, the present invention relates to antibodies 
which are specific for and bind to the ADAMTS-5 protein, the ADAMTS-6 
5 protein, the ADAMTS-7 protein, the ADAMTS-8 protein, the ADAMTS-9 
protein, the ADAMTS-10 protein, or the ADAMTS-Rl protein. Such 
antibodies are useful research tools for identifying *tissues that 
contain elevated levels of the respective protein and for purifying 
the respective protein from cell or tissue extracts, medium of 

10 cultured cells, or partially purified preparations of intracellular 
and extracellular proteins by affinity chromatography. Such 
antibodies are also useful for identifying and diagnosing diseases 
associated with elevated or reduced levels of an ADAMTS-N protein or 
ADAMTS-Rl protein. Such antibodies are also useful for monitoring 

15 the effect of therapeutic agents on the synthesis and secretion of 

ADAMTS-N proteins by cells in vitro and in vivo. Such antibodies may 
also be employed in procedures, such as co-immunoprecipitation and 
co-affinity chromatography, for identifying other proteins, 
activators and inhibitors which bind to an ADAMTS-N or ADAMTS-Rl 

20 protein. 

The present invention also provides a method for detecting an 
ADAMTS-N or ADAMTS-Rl protein, in a bodily sample from a patient 
using antibodies immunospecif ic for an ADAMTS-N or ADAMTS-Rl protein. 
The method comprises contacting the antibody with a sample taken from 

25 the patient; and assaying for the formation of a complex between the 
antibody and the corresponding ADAMTS-N or ADAMTS-Rl protein present 
in the sample. The sample may be a tissue or a biological fluid, 
including but not limited to whole blood, serum, synovial fluid, 
stool, urine, cerebrospinal fluid, semen, diagnostic washes from 

30 trachea, stomach and other bowel segments, tissue biopsies or excised 
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tissue, cells obtained from swabs and smears. To monitor changes in 
expression of the ADAMTS-N protein during fetal development and 
pregnancy, it is preferred that the sample be amniotic fluid. To, 
monitor changes in expression of the ADAMTS-N protein during joint 
5 disorders, the preferred sample is synovial fluid. To monitor 
changes in expression of ADAMTS-N proteins during cancer, the 
preferred samples include, but are not limited to, serum, body 
fluids, or biopsy tissue. To monitor changes in expression of 
ADAMTS-N proteins during inflammation the preferred samples include 

10 but are not limited to, serum, body fluids, or biopsy tissue. 

The sample may be untreated, or subjected to precipitation; 
fractionation, separation, or purification before combining with the 
ant i -ADAMTS-N protein antibody. For ease of detection, it is 

preferred that isolated proteins from the sample be attached to 

15 a substrate such as. a column, plastic dish, matrix, or membrane, 
preferably nitrocellulose. Preferably, the detection method employs 
an enzyme-linked immunosorbent assay (ELISA) or a Western immunoblot 
procedure . 

Interactions between an ADAMTS-N protein in the sample and the 
20 corresponding anti ADAMTS-N antibody are detected by radiometric, 
colorimetric, or fluorometric means, size separation, or 
precipitation. Preferably, detection of the anti body -ADAMTS-N 
protein complex is by addition of a secondary antibody that is 
coupled to a detectable tag, such as for example, an enzyme, 
25 fluorophore, or chromophore. Formation of the complex is indicative 
of the presence of the ADAMTS-N protein i n the test sample. Thus, 
the method is used to determine whether there is a decrease or 
increase in the levels of the ADAMTS-N protein in a test sample as 
compared to levels of the ADAMTS-N protein in a control sample and to 
30 quantify the amount of the ADAMTS-N protein in the test sample. 
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Deviation between control and test values establishes the parameters 
for diagnosing the disease. 

Preparing the ADAMTS-N proteins and the ADAMTS-Rl protein 

The ADAMTS-N proteins and the ADAMT-SRl protein may be produced 
5 by conventional peptide synthesizers. The ADAMTS-N proteins and the 
AD7U^TS-R1 protein may also be produced using cell -free 
translationsystems and RNA molecules derived from DNA constructs that 
encode an ADAMTS-N protein or an ADAMTS-RI protein. Alternatively, 
ADAMTS-N proteins are made by transfecting host cells with expression 

10 vectors that comprise a DNA sequence that encodes the respective 
ADAMTS-N protein and then inducing expression of the protein in the 
host. cells. For recombinant production, recombinant constructs 
comprising one or more of the sequences which encode the ADAMTS-N 
protein or a variant thereof are introduced into host cells by 

15 conventional methods such as calcium phosphate transf ection, DEAE- 
dextran mediated transf ection, transvection, microinjection, cationic 
lipid-mediated transf ection, electroporation, transduction, scrape 
lading, ballistic introduction or infection. 

The ADAMTS-N protein and the ADAMTS-Rl protein may be expressed 

20 in suitable host cells, such as for example, mammalian cells, yeast, 
bacteria, insect cells or other cells under the control of 
appropriate promoters using conventional techniques. Suitable hosts 
include, but are not limited to, E. coli, P. pastoris, Cos cells and 
293 HEK cells. Following transformation of the suitable host strain 

25 and growth of the host strain to an appropriate cell density, the 
cells are harvested by centrif ugation, disrupted by physical or 
chemical means, and the resulting crude extract retained for further 
purification of the ADAMTS-N protein or the ADAMTS-Rl protein. 

Conventional procedures for isolating recombinant proteins from 

30 transformed host cells, such as isolation by initial extraction from 
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cell pellets or from cell culture medium, followed by salting-out, 
and one or more chromatography steps, including aqueous ion exchange 
chromatography, size exclusion chromatography steps, and high 
performance liquid chromatography (HPLC) , and affinity chromatography 
5 may be used to isolate the recombinant ADAMTS-N protein or ADAMTS Rl 
protein 

Preparation of Antibodies 

The ADAMTS-N proteins, and variants thereof are used as 

immunogens to produce antibodies immunospecif ic for one or more 

10 ADAMTS-N protein. The term "'immunospecif ic" means the antibodies 

have substantially greater affinity for one or more ADAMTS-N protein 

than for other proteins. Such antibodies may include, but are not 

limited to, polyclonal, monoclonal, chimeric, single chain, and Fab 

fragments . 

15 Antibodies are also prepared using an oligopeptide having a 

sequence which is identical to a portion of the amino acid sequence 
of an ADAMTS-N protein. Preferably the oligopeptide has an amino 
acid sequence of at least five amino acids, and more preferably, at 
least 10 amino acids that are identical to a portion of the amino 

20 acid sequence of an ADAMTS-N protein. Such peptides are 

conventionally fused with those of another protein such as keyhole 
limpet hemocyanin and antibody produced against the chimeric 
molecule. One preferred oligopeptide for preparing an antibody to 
mouse ADAMTS-5 has the sequence (C) HIKVRQFKAKDQTRF, SEQ ID NO: 30. 

25 Another preferred oligopeptide for preparing an antibody to ADAMTS-5 
is CEAKNGYQSDAKGVKTFVEWVPKYAG, SEQ ID NO : 3 1. One preferred 
oligopeptide for preparing an antibody to ADAMTS -6 has the sequence 
SVSIERFVETLWADK(C) , SEQ ID NO: 23. One preferred oligopeptide for 
preparing an antibody to ADAMTS -7 has the sequence 

30 (C) EVAEAANFLALRSEDPEKY, SEQ ID NO:24. One preferred oligopeptide for 
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preparing an antibody to ADAMTS-8 has the sequence 

CVKEDVENPKAWDGDWGP, SEQ ID NO:25. One preferred oligopeptide for 
preparing an antibody to ADAMTS-9 has the sequence 

QHPFQNEDYRPRSASPSRTH, SEQ ID NO: 26. Another preferred oligopeptide 
5 for preparing an antibody to ADAMTS-9 has the sequence 

PQNCKEVKRLKGASEDGEYF, SEQ ID NO: 27. One preferred oligopeptide for 
preparing an antibody for ADAMTS-Rl has the sequence QELEEGAAVSEEPS, 
SEQ ID NO: 28. Another preferred oligopeptide for preparing an 
antibody for ADAMTS-Rl has the sequence YYPENIKPKPKLQE; SEQ ID NO: 29. 
10 Polyclonal antibodies are generated using conventional 

techniques by administering the ADAMTS-N protein or achimeric 
molecule to a host animal. Depending on the host species, various 
adjuvants may be used to increase immunological response. Among 
adjuvants used in humans, Bacilli Calmette-Guerin (BCG) , and 
15 Corynebacterium parvum. are especially preferable. Conventional 
protocols are also used to collect blood from the immunized animals 
and to isolate the serum and or the IgG fraction from the blood. 

For preparation of monoclonal antibodies, conventional 
hybridoma techniques are used. Such antibodies are produced by 
20 continuous cell lines in culture. Suitable techniques for preparing 
monoclonal antibodies include, but are not limited to, the hybridoma 
technique, the human B-cell hybridoma technique, and the EBV 
hybridoma technique . 

Various immunoassays may be used for screening to identify 
25 antibodies having the desired specificity. These include protocols 
which. involve competitive binding or immunoradiometric assays and 
typically involve the measurement of complex formation between the 
respective ADAMTS-N protein and the antibody. 
Polynucleotides that encode ADAMTS-N proteins 
30 Polynucleotides comprising sequences encoding an ADAMTS-N 
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protein or an ADAMTS-Rl protein may be synthesized in whole or 

in part using chemical methods. Polynucleotides which encode an 

ADAMTS-N protein, particularly alleles of the genes which encode the 

ADAMTS-N protein, may be obtained by screening a genomic library or 

5 cDNA library with a probe comprising sequences identical or 

complementary to the sequences shown in Figures 1 - 10 or with 

antibodies immunospecif ic for a ADAMTS-N protein to identify clones 

containing such polynucleotide . 

Example 1 ADAMTS-512 protein 
10 A cDNA encoding mouse ADAMTS-5 protein was obtained using IMAGE 

Clone 569515, purchased from Research Genetics, Huntsville, Alabama 

and 7 day old mouse embryo cDNA library from Clontech, Palo Alto, 

CA. A CDNA encoding human ADAMTS-5 protein was obtained using IMAGE 

Clone 345484 purchased from Research Genetics, Huntsville, Alabama 

15 and a human fetal brain cDNA from Clontech. The clone inserts were 
sequenced in their entirety. Using oligonucleotide primers based on 
the sequences at the ends of the. clone inserts as template, 
successive rounds of RACE (Rapid Amplification of cDNA Ends) by PCR 
was performed at 5' and 3 ends. RACE primers were generated 50-200 

20 bp from the ends of the sequences so that the contiguity of RACE 
clones with the I.M.A.G.E. clone could be clearly established. A 
single round of 5' and 3' 20 RACE sufficed for cloning of the entire 
coding sequence of the mouse ADAMTS-5 protein and part of the 
catalytic zinc binding site through to the stop codon of the human 

25 ADAMTS-5 protein. Primers were designed with calculated Tm>72<>C and 
RACE was performed with nested primers for each amplification. PCR 
used the Advantage PCR reagents (Clontech, Palo Alto, CA) ; the 
polymerase mix contained both Tag polymerase as well as proofreading 
polymerase to minimize PCR errors and employed ''hot-start" PCR for 

30 optimal efficiency- RACE used the following «touch-down" cycle 
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conditions; 95 ®C for 1 minute followed by 5 cycles of 95 ®C for 0.5 
minutes, 72 ®C for 5 minutes, then 5 cycles of 95 ®C for 0.5 minutes, 
70«C for 5 minutes and 20 cycles of 95«»C for 0.^5 minutes, 68°C for 5 
minutes. The PGR products were analyzed by Southern blotting, 
5 initially using [a^^P] -dCTP labeled. 

Hybridizing bands were ligated into pGEM-T Easy (Promega, 
Madison, WI) and individual clones were selected by another round of 
Southern analysis. Automated nucleotide sequencing of both strands 
of each clone were done at the Molecular Biotechnology Core of the ^ 

10 Lerner Research Institute, Cleveland Clinic Foundation and nucleotide 
sequence data were analyzed using the DNAStar software. By 
integration of the overlapping sequences thus obtained, a contiguous 
nucleotide sequence was determined. The nucleotide sequence of the 
mouse ADAMTS-5 cDNA and the predicted amino acid sequence of the 

15 protein encoded by this cDNA are shown in Fig. 1. The nucleotide 
sequence of the human ADAMTS-5 cDNA and the predicted partial amino 
acid sequence of the protein encoded by this cDNA are shown in Fig. 
2. 

The predicted molecular mass (Mr) of the mature ADAMTS-5 
20 protein is 73717.50 daltons. It is expected that the actual Mr of 
the active ADAMTS-5 protein is different due to post-translational 
modification, which could potentially increase the Mr. The predicted 
domain organization of ADAMTS-5 protein relative to the cloned cDNA 
is shown in Figure 12. The pro-domain of the full-length mouse 
25 ADAMTS-5 protein has 3 consensus cleavage signals for furin. The 
most carboxyl -terminal furin cleavage site in ADAMTS-5 predicts the 
processing site for generation of the mature protein The catalytic 
domain of the ADAMTS-5 protein contains eight cysteine residues and a 
reprolysin -zinc binding signature secjuence, i.e., HEIGHLLGLSHD . 
30 Five cysteine residues are upstream of the zinc binding sequence. 
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while three residues are downstream, an arrangement that is shared 
with other ADAMTS members. The zinc binding signature is followed by 
a "Met-turn" . The catalytic domain is followed by a domain with 35% 
similarity to snake venom disintegrins . The disintegrin domain 
5 contains eight cysteine residues. The first TS repeat contains 52 
residues and is followed by a conseirved cysteine-rich sequence termed 
the cysteine-rich domain, designated "CRD", to distinguish it from 
the cysteine -free spacer domain. The CRD contains ten conserved 
cysteines and demonstrates high secjuence homology with the CRD of ^ 

10 other ADAMTS -N proteins. The spacer domain of mouse ADAMTS- 5 is 15 8 
amino acids in length and is followed by a second TS module. ADAMTS- 
5 contains three potential glycosylation sites in the mature protease 
one of which is just upstream of the start of the spacer domain and 
the second lies within the spacer domain and the third is near the 

15 start of the disintegrin domain. The human ADAMTS -5 protein and the 

mouse ADAMTS -5 protein have 96% sequence identity. ADAMTS -5 bears 

46% sequence identity to ADAMTS-4 (KIAA0688) , which is characterized 

as being involved in catabolism of aggrecan core protein in arthritis 

and 60% identity to 7UDAMTS-1 which is involved in inflammation. 

20 Example 2 ADAMTS -6 

The nucleotide sequence of a human cDNA encoding the full- 

length ADAMTS-6 protein was obtained using IMAGE clone 742630, which 

encodes EST AA400393, and a human fetal brain cDNA from Clontech. 

RACE was performed as described above in Example 1. The I.M.A.G.E. 

25 clone 74263 0 contained an ORF flanked by consensus splice sequences, 
indicating the presence of introns . Two successive rounds of RACE at 
the 5' end and a single round of RACE at the 3' end provided the 
complete coding sequence of ADAMTS-6. The putative ATG codon is 
within a Kozak consensus sequence and encodes the first methionine 

3 0 within the ORF. 
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The nucleotide sequence of the ADAMTS-6 DNA is shown in Pig. 3 
The predicted amino acid sequence, SEQ ID NO: 6, of the ADAMTS-6 
protein is also shown in Fig. 3. The predicted Mr of the full- 
length, unprocessed ADAMTS-6 protein is 97,115 daltons., and the 
5 predicted Mr of the mature ADAMTS-6 protein is 68412.10 daltons. The 
domain organization of the ADAMTS-6 protein is shown in Fig. 12. The 
pro-domain of the full-length ADAMTS-6 protein has one consensus 
cleavage signal for furin. The catalytic domain of the ADAMTS-6 
contains six cysteine residues and the reprolysin -zinc binding ^ 

10 signature sequence, HEIVHNFGMNHD, which is followed by a *'Met-tum" . 
The catalytic domain is followed by a domain with 35% similarity to 
snake venom disintegrins . The disintegrin domain contains 

eight cysteine residues. The first TS repeat contains 52 residues 
and is followed by a conserve CRD sequence which contains ten 

15 conserved cysteines and demonstrates high sequence homology with the 
CRD of other ADAMTS proteins. The spacer domain of ADAMTS-6 is 127 
amino acids in length and is followed by a second TS module. ADAMTS- 
6 contains four potential glycosylation sites within the pyo-domain 
and two in the mature protease one of which is in the cysteine rich 

20 domain and the other of which is in the spacer domain. ADAMTS-6 

bears 46% sequence identity to ADAMTS-1, which is involved in 

inflammation. 

Example 3 ADAMTS -7. 

The nucleotide sequence of a cDNA encoding an AD7U4TS-7 protein 

25 was obtained using IMAGE clone 272098, which encodes EST N4.8032, and 
a human fetal brain cDNA from Clontech. RACE was performed as 
described above in Example l. The I.M.A.G.E. clone 272098 encoded a 
putative pre-pro region and was extended in the 3' -direction by two 
successive rounds of RACE. A typical signal peptide sequence lies 

30 downstream of the first methionine in the translated ORP. This 
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methionine codon lies within a satisfactory Kozak consensus for 
translation initiation. 

The nucleotide sequence of the ADAMTS-7 cDNA is sho.wn in Fig. 
4. The predicted amino acid sequence. SEQ ID NO: 8, of the ADAMTS-7 
5 protein is also shown in Fig. 4. The predicted Mr of the hill- 
length, unprocessed ADAMTS-7 protein is 116,607 daltons, and the 
predicted Mr of the mature ADAMTS-7 protein is 84005 daltons. The 
domain organization of the ADAMTS-7 protein is shown in Fig. 12. The 
pro-domain of the full-length ADAMTS-7 protein has one consensus ^ 
10 cleavage signal for furin. The catalytic domain of the ADAMTS-7 
protein contains eight cysteine residues and the reprolysin-zinc 
binding signature sequence, HELGHSFGIQHD, which is followed by a 
*'Met-tum". The catalytic domain is followed by a domain with 30% 
similarity to snake venom disintegrins The disintegrin domain 
15 contains eight cysteine residues. The first TS repeat contains 52 
residues and is followed by a conserved CRD sequence which contains 
ten conserved cysteines. The spacer domain of ADAMTS-7 is 221 amino 
acids in length and is followed by a second TS module and a short 
secjuence containing two cysteine residues. ADAMTS-7 contains three 
20 potential glycosylation sites within the mature protease; one of 
which is just upstream of the spacer domain and one of which is 
within the spacer domain. ADAMTS-7 bears 35 % sequence identity to 
ADAMTS-1, which is characterized as being involved in inflammation 
and 32% identity to ADAMTS-2 which is a procollagen processing 
25 enzyme. 

Example 4: ADAMTS-8 

The nucleotide sequence of a cDNA encoding a full-length, mouse 
ADAMTS-8 protein was obtained using IMAGE clone 1260693, which 
encodes EST AA855532, and a mouse embryo cDNA from Clpnetech. The 
30 nucleotide sequence of a cDNA encoding a partial ADAMTS-8 human 
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protein was obtained using IMAGE clone 2119838, which encodes EST 
A1400905, and a human fetal brain cDNA library from Clontech. RACE 
was performed, as described above in Example 1. The nucleotide 
sequence of the cDNA encoding the full-length ADAMTS-8 mouse protein 
5 and the amino acid sequence of such protein is shown in Fig. 5. The 
nucleotide sequence of the cDNA encoding the partial ADAMTS-8 human 
protein and the amino acid sequence of such protein is shovm in Fig. 
6. 

The predicted Mr of the full-length, unprocessed ADAMTS-8 mouse 

10 protein is 1260693. daltons, and the predicted Mr of the mature 

ADAMTS-8 protein is 68412.10 daltons. The pro domain of the full- 
length ADAMTS-8 protein has one consensus cleavage signal for furin. 
The catalytic domain contains eight cysteine residues and the 
reprolysm-zinc binding signature sequence, HELGHVLSMPHD , which is 

15 followed by a "Met-turn". The catalytic domain is followed by a 
domain with 20-30% similarity to snake venom disintegrins . The 
disintegrin-like domain contains eight cysteine residues. The first 
TS repeat is followed by a conseirved CRD sec[uence which contains 10 
conserved cysteines- The spacer domain of ADAMTS-8 is 146 amino 

20 acids in length and is followed by a second TS module. The ADAMTS-8 
protein contains 4 potential glycosylation sites within the mature 
protease: one is in the cysteine-rich domain; one is in the 
catalytic domain; and two are in the disintegrin-like domain. 
ADAMTS-8 bears 46% sequence identity to ADAMTS-1 and 42% identity to 

25 ADAMTS-4. 

Examp 1 e 5 : AD AMTS - 9 

The nucleotide sequence of a cDNA encoding a full-length, human 

ADAMTS-9 protein was obtained using IMAGE clone 646675, which encodes 

EST AA205581, and a human fetal brain cDNA from Clonetech. The 

30 micleotide seq[uence of a cDNA encoding a partial ADAMTS-9 mouse 
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protein was obtained using IMAGE clone 535663, which encodes EST AAl 
06215, and a mouse cDNA library obtained from Clonetech. RACE was 
performed as described above in Example 1. The nucleotide sequence 
of the cDNA encoding the full-length ADAMTS-9 human proteinand the 
5 amino acid sequence of such protein is shown in Fig. 6. The 

nucleotide sequence of the cDNA encoding the partial ADAMTS-9 mouse 
protein and the amino acid sequence of such protein is shown in Fig. 
7. 

The predicted Mr of the mature human ADAMTS-9 protein is 

10 189777.20 daltons . The prodomain of the predicted ADAMTS-9 protein 

has 3 consensus cleavage signal for furin. The catalytic domain of 

the ADAMTS-9 contains eight cysteine residues and the reprolysin - 

zinc binding signature sequence, HELGHVFNMPHD , which is followed by a 

"Met-turn" . The catalytic domain is followed by a domain with 25-30% 

15 similarity to snake venom disintegrins The disintegrin domain 

contains eight cysteine residues. The first TS repeat contains is 

followed by a conserved CRD sequence which. contains 10 conserved 

cysteines. The spacer domain of ADAMTS-9 is 124 amino acids in 

length and is followed by 14 additional TS modules and a C-terminal 

20 domain. The ADAMTS-9 protein contains 6 potential glycosylation 

sites within the mature protease: one in the spacer domain, one in 

TSP 1 -7, one in TSPI~8, and 3 in the C-terminal domain. The ADAMTS- 

9 bears 44% sequence identity to ADAMTS-4 . 

Example 6: ADAMTS-10 
25 The nucleotide sequence of a cDNA encoding a fall -length 

ADAMTS- 10 protein was obtained using IMAGE clone 110403, which 

encodes EST AA588434, and a human fetal brain cDNA from Clonetech. 

The nucleotide sequence of a cDNA encoding a partial, mouse ADAMTS-10 

protein was obtained using IMAGE clone 1077653, which encodes EST 

30 AA822090, and a mouse embryo cDNA library from Clonetech. RACE was 
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performed as described above in Example 1. The nucleotide sequence 
of the human ADAMTS-10 cDNA and the predicted amino acid sequence, 
SEQ ID 18, of the human ADAMTS-10 protein encoded by such DNA is 
shown in Fig. 9. The nucleotide sequence of the cDNA encoding the 
5 partial mouse ADAMTS-10 protein and the amino acid sequence of such 
protein is shown in Fig. 10. 

The predicted Mr of the mature ADAMTS-10 protein is 95238 
daltons. The pro-domain of the full-length ADAMTS-10 protein has no 
consensus cleavage signal for furin. The catalytic domain of the ^ 

10 ADAMTS-10 contains eight cysteine residues and the reprolysin-zinc 
binding signature sequence, HEIGHTFGMNHD, which is followed by a 
**Met-turn", The catalytic domain is followed by a domain with 30% 
similarity to snake venom disintegrins . The disintegrin-like domain 
contains eight cysteine residues. The first TS repeat is followed by 

15 a conserved CRD sequence which contains 8 conserved cysteines. The 
spacer domain of 7U)AMTS-10 is followed by 4 additional TS modules and 
a Kunitz domain. The ADAMTS-10 protein contains 2 potential 
glycosylation sites within the mature protease: one in the catalytic 
domain, and one in the TS 1-3 domain. ADAMTS-10 bears approximately 

20 4 0% sequence identity to ADAM-TSl, which is characterized as being 

involved in inflammation. 

Comparison of the ADAMTS-N Proteins. 

As shown in Figure 11, the ADAMTS-5. ADAMTS-6, and ADAMTS-7 

proteins share a common domain organization. From amino to carboxyl 

25 termini, they are as follows: 

1. A pre-pro region. A typical signal sequence of variable length 
is followed by a putative pro-region of variable length but 
demonstrating short stretches of sequence identity. Three cysteine 
residues are, predicted within each novel pro-domain, of which the 

30 most C-terminal is an **asyrametric" cysteine lying within a sequence 



BNSDOCID: <WO Oil 1074A2.IA> 



yi^O 01/011074 



'PCT/USOO/21223 



-33- 

context similar to the cysteine "switch" of the MMPs . All three 
novel cDNAs predict consensus cleavage signals for furin, three in 
the case of ADAMTS-5, and one each in the case of ADAMTS-6 and 
ADAMTS-7. The most carboxyl -terminal furin cleavage site in ADAMTS-5 
5 predicts the processing site for generation of the' mature protease. 
The amino terminus of the mature proteins is predicted to start at 
the residue immediately following the cleavage sites. 

2. A catalytic domain. The catalytic domains are very similar to 
each other and contain eight cysteine residues and a typical ^ 

10 reprolysin-type zinc binding signature followed by" a "Met - turn" . 
Five cysteine residues are upstream of the zinc binding sequence, 
while three residues are downstream, an arrangement that is shared 
with other ADAMTS members. The methionine of the met-turn is not at 
a constant distance from the zinc-binding signature, but in all three 

15 novel proteases, a constant cysteine residue is present in that 
interval . 

3* A disintegrin-like domain. The catalytic domain is followed by 
a domain of 60-90 residues with 35-45% similarity to snake venom 
disintegrins, but without the canonical cysteine arrangement seen in 
20 the latter. This disintegrin-like domain is of comparable length in 
ADAMTS-5 and ADAMTS-7, it is considerably shorter in ADAMTS-6. 

4. A TS module. The first TS repeat is very similar in all three 
novel proteases and very similar to the first TS repeat of other 
ADAMTSs. It contains the same number of residues (fifty-two) in all 

25 three novel proteins. 

5. The cysteine-rich domain. This TS domain is followed by a 
conserved cysteine-rich sequence termed the cysteine-rich domain 
(CRD) . 

6. The spacer domain. . This domain is of variable length, in all 
30 ADAMTSs and lacks the sequence landmarks so characteristic of all the 
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other domains. It shows the least homology of all the domains. 
7. A C- terminal TS module. The sequence of the second TS module 
is more variant between the members of the ADAMTS family, than the 
first TS module, despite the conservation of the number and spacing 
5 of cysteine residues. 

Overall, the predicted mature forms of these proteases show 20- 
30% similarity to each other and to ADAMTSl-4 although this may be 
considerably higher or lower for individual domains as described 
above . ^ 

10 ADAM-TS9 and ADAM-TSIO contain all the domains present in 

ADAMTS-5 through ADAMTS-8. In addition, ADAMTS-9 and ADAMTS-10 
contain the following domains: 

A. ADAMTS-9: After the c-terminal TSl domain which is 
present in ADAMTS5-8, ADAMTS-9 contains 13 additional and homologous 

15 TSll domains, thus, ADAMTS-9 contains a total of 15 TSl domains, of 
which 14 are adjacent to each other in the c-terminal half of the 
molecule. The 15th TSl domain from the N-terminus is followed by a 
unique c-terminal domain which does not possess recognizable domain 
structure and contains 196 residues including 9 cysteine residues. 

20 B. ADAMTS-10: After the c-terminal TSl domain which is 

present in ADAMTS 8, ADAMTS-10 contains 3 additional and homologous 
TSl domains, thus, that ADAMTS-10 contains a total of 5 TSl domains, 
of which 4 are adjacent to each other in the c-terminal half of the 
molecule. The 5th TS 1 domain from the N-terminus is followed by an 

25 additional 47 amino acid residues including six (6) cysteine 

residues. These 47 residues have sequence similarity of 30%-40% to 
the c- terminus of pro-hormone convertase 5 and 6, and to the Kunitz 
family of inhibitors. 
Northern Analysis 

30 Mouse embryo northern blots and multiple tissue northern blots 
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from human and mouse tissues (Clontech, Palo Alto, CA) were 
hybridized to the [a^^P] -dCTP labeled inserts of I.M.A.G.E. clones as 
per the manufacturer's recommendations followed by autoradiographic 
exposure for 3-7 days. 
5 In situ hybridization used cryosections of mouse embryos of 

gestational age 8.5 days and 10.5 days. Embryos were collected with 
the inclusion of the surrounding uterus and fixed overnight in 4% 
paraformaldehyde. Sense and anti-sense probes continuously labeled 
with digoxigenin-UTP (Boehringer-Mannheim, Indianapolis, IN) were ^ 
10 transcribed with T7 and T3 RNA polymerases, respectively, using as 

template a 63 0 bp EcoRI-Sacl fragment from the Adamts-S clone 569515 
(Fig. 14) cloned into pBluescript SK+ (Stratagene, La Jolla, CA) . In 
situ hybridization was done essentially as previously described in 
Apte, et al. (1997) J. Biol. Chem. 272:2551-25517, which is 
15 specifically incorporated herein by reference, except that sections 
were predigested with proteinase K (Boehringer-Mannheim, 
Indianapolis, IN) at a lower, concentration (1 -5 ^ig/ml) than 
reported in Apte, et al . . Bound, digoxigenin- labeled probe was 
detected using an alkaline phosphatase tagged anti -digoxigenin 
20 antibody (Boehringer-Mannheim, Indianapolis, IN) and nuclei were 
counterstained with methyl green. 

Specific hybridization of the antisense AdajTJts-5 probe to 
sections of 8.5 day-old mouse embryos was obtained, whereas only low 
baclcground staining was noted with the control sense probe. Staining 
25 was uniform throughout the 8.5 day old embryos. In addition, there 
was labeling of mRNA in trophoblastic cells lining the uterine cavity 
as well as in the developing placenta (Fig. 14) . The decidual 
reaction within the uterus also showed upregulation of Adajnts-5 mRNA 
relative to the negative controls. In sections from 10.5 day old 
30 embryos, labeling was widespread but less intense compared to the 8.5 
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day-old embryo. Labeled cells were seen in mesenchyme and somites as 
well as in the neural tube and developing hindgut . Northern analysis 
also indicated that mRNA encoding ADAMTS-5 was present in human 
placenta but was barely detectable in adult lung, heart, brain, 
5 liver, skeletal muscle, kidney and pancreas. 

Northern analysis showed undetectable expression of Adamts-S 
during mouse embryo development. Northern analysis indicated that 
mRNA encoding ADAMTS-6 was present in human placenta but was 

barely detectable in adult lung, heart, brain, liver, skeletal ^ 

10 muscle, kidney and pancreas. Adcunts-l was expressed at low levels 
throughout mouse development. In adult human tissues examined with 
human cDNA probes, ADAMTS-7 mRNA was found in all tissues examined, 
i.e. in lung, heart, brain, liver, skeletal muscle, kidney, pancreas 
and placenta. The sizes of the mRNA species recognized by the probes 

15 varied. ADAMTS-5 mRNA was approximately 10 kbp in size in human 

tissue. The most prominent Adaints-5 species was estimated at 7.5 kbp 
together with additional bands at 10 kbp and 4.5 kbp. The lone mRNA 
species detected by ADAMTS-6 probe was approximately 8.5 kbp, whereas 
the most common mRNA species detected by ADAMTS-7 probe 5 was 5 kbp 

20 in size with an additional species seen at 7 kbp in skeletal muscle. 

In mouse, ADAMTS-8 is expressed during fetal development (days 
7, 11, 15, 17) and in adult mouse lung and heart with an mRNA size of 
approximately 3.8 kbp. In adult human tissue, ADAMTS-8 is expressed 
in lung and brain but not in heart, muscle, kidney, colon or thymus. 

25 The mRNA size is 3.8 kbp. 

ADAMTS-9 is expressed in lung, ovary placenta, heart, brain, 
muscle, kidney and pancreas with a mRNA size of 8 kb. In addition, 
kidney and ovary contain additional transcripts of size 3 kb and 4.4 
kb respectively. These additional transcripts may represent 

30 alternatively spliced or short forms of ADAMTS9. 
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ADAMTS-10 is expressed in thymus, prostate, testis, ovary, 

small intestine, colon, peripheral blood leukocytes, heart, brain, 

placenta, lung, liver, muscle, kidney and pancreas, as well as in 

many cell lines such as A549, HeLa and K562. There are two 

5 transcripts of 5 kb and 8kb present in all tissues. 

Example 7: ADAMTS-Rl 

The nucleotide sequence of a cDNA encoding a full-length 

ADAMTS-Rl protein was obtained using IMAGE clone 752797 which encodes 

EST AA, and a human fetal brain cDNA from Clontech. RACE was 

10 performed as described above in Example 1. The nucleotide sequence, 
SEQ ID NO: 21, of the ADAMTS-Rl cDNA and the predicted amino acid 
sequence, SEQ ID N0:22, of the ADAMTS-Rl protein encoded by such DNA 
is shown in Fig. 11. 

The predicted Mr of the full-length, unprocessed ADAMTS-Rl 

15 protein is 58358.20 daltons. The domain organization of the ADAMTS- 
10 protein is shown in Fig. 15. In contrast to the ADAMTS-N proteins 
of examples 1-6, ADAMTS-Rl protein does not have a pro- 
metalloprotease or disintegrin-like domain or a consensus cleavage 
signal for furin. ADAMTS-Rl has a signal (pre) peptide which is 

20 followeci by a first TS module and a conserved CRD sequence which 
contains 10 conserved cysteines. The spacer domain of ADAMTS-Rl is 
115 amino acids in length and is followed by 3 additional TS modules 
and a short sequence of 33 amino acids. The ADAMTS-Rl protein 
contains one potential glycosylation sites which is in the spacer 

25 domain. ADAMTS-Rl bears 30-40% sequence identity to ADAMTSl and 

ADAMTS4 in the related domains. ADAMTS-Rl mRNA is present in human 
heart, brain, kidney, muscle, lung, placenta, testis, ovary, colon, 
intestine, and prostate. There are three transcripts of 2.5 kb, 4.7 
kb and 6.5 kbp present in all such tissues. In mouse, expression is 

30 seen in skeletal muscle, and the transcript size is 6.5 kb. 
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Al though certain embodiments of this invention have been shovm 
and described, various adaptations and modifications can be made 
without departing from the scope of the invention as defined in the 
appended claims. 
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CLAIMS 

1. An isolated mammalian protein selected from the group 
consisting of an ADAMTS-5 protein an ADAMTS-6 protein, an 
ADAMTS-7 protein, an ADAMTS-8 protein, an ADAMTS-9 protein, an 

5 ADAMTS-10 protein, and an ADAMTS-Rl protein. 

2. The isolated mammalian protein of claim 1 wherein said protein 
comprises an amino acid sequence which is at least 95% 
identical to a sequence selected from the group consisting of : 
amino acid 262 through amino acid 930 of SEQ ID N0:2; amino ^ 

10 acid 1 through amino acid 518 of SEQ ID N0:4; amino acid 245 

through amino acid 860 of SEQ ID NO: 6; amino acid 233 through 
amino acid 997 of SEQ ID NO: 8; amino acid 229 through amino 
acid 905 of SEQ ID NO: 10; amino acid 1 through amino acid 245 
of SEQ ID NO: 12; amino acid 236 through amino acid 1882 of SEQ 

15 ID NO: 14; amino acid 1 through amino acid 874 of SEQ ID NO: 16; 

amino acid 212 through amino acid 1081 of SEQ ID NO: 18; amino 
acid 1 through amino acid 450 of SEQ ID NO: 20; and amino acid 1 
through amino acid 547 of SEQ ID NO: 22. 

3 . The isolated protein of claim 2 wherein said amino acid 

20 sequence further comprises a prepropeptide sequence at the 

amino terminus thereof . 

4. The isolated protein of claim 1 wherein said protein is a human 
ADAMTS-5 protein or a mouse ADAMTS-5 protein. 

5. The isolated protein of claim 1 wherein said protein is a human 
25 ADAMTS-6 protein. 

6. The isolated protein of claim 1 wherein said protein is a human 
ADAMTS-7 protein. 

7- The isolated protein of claim 1 wherein said protein is a mouse 
ADAMTS-8 or a human ADAMTS-8 protein. 
30 8. The isolated protein of claim 1 wherein said protein is a human 
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ADAMTS-9 or a mouse ADAMTS-9 protein. 

9. The isolated protein of claim 1 wherein said protein is a human 
ADAMTS-10 or a mouse ADAMTS-10 protein. 

10. The isolated protein of claim 1 wherein said protein is a human 
5 ADAMTS-Rl protein. 

11. An isolated polynucleotide comprising a sequence which encodes 
a mammalian protein selected from the group consisting of an 
ADAMTS-5 protein, an ADAMTS-6 protein, an ADAMTS-7 protein, an 
ADAMTS-8 protein, an ADAMTS-9 protein, an ADAMTS-10 protein, ✓ 

10 and an ADAMTS-Rl protein. 

12. The isolated polynucleotide of claim 11 wherein said protein 
comprises an amino acid sequence which is at least 95% 
identical to a sequence selected from the group consisting of: 
amino acid 262 through amino acid 930 of SEQ ID NO: 2; amino 

15 acid 1 through amino acid 518 of SEQ ID NO: 4; amino acid 245 

through amino acid 860 of SEQ ID NO: 6; amino acid 233 through 
amino acid 997 of SEQ ID NO: 8; amino acid 229 through amino 
acid 905 of SEQ ID NO: 10; amino acid 1 through amino acid 245 
of SEQ ID NO: 12; amino acid 236 through amino acid 1882 of SEQ 

20 ID NO: 14; amino acid 1 through amino acid 874 of SEQ ID NO: 16; 

amino acid 212 through amino acid 1081 of SEQ ID NO: 18; amino 
acid 1 through amino acid 450 of SEQ ID NO: 20, and amino acid 1 
through amino acid 547 of SEQ ID NO: 22. 

13 . The isolated polynucleotide of claim 11 wherein said nucleotide 
25 sequence encodes a protein having a signal sequence at the 

amino terminus thereof . 

14 . The isolated polynucleotide of claim 11 wherein said 
polynucleotide comprises a sequence selected from the group 
consisting of: nucleotide 800 through nucleotide 2810 of SEQ 

30 ID NO:l of an allelic variant thereof; nucleotide 1 through 
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nucleotide 1519 of SEQ ID NO: 3 or an allelic variant thereof; 
nucleotide 754 through nucleotide 2602 of SEQ ID NO: 5 or an 
allelic variant thereof; nucleotide 708 through nucleotide 3003 
of SEQ ID NO: 7 or an allelic variant thereof; nucleotide 962 
5 through nucleotide 2992 of SEQ ID N0:9 or an allelic variant 

thereof; nucleotide 1 through nucleotide .739 of SEQ ID N0:11 or 
an allelic variant thereof; nucleotide 708 through nucleotide 
564 8 of SEQ ID NO: 13 or an allelic variant thereof; nucleotide 
1 through nucleotide 2625 of SEQ ID NO: 15 or an allelic variapt 

10 thereof; nucleotide 634 through nucleotide 3243 of SEQ ID NO: 17 

or an allelic variant thereof; nucleotide 1 through nucleotide 
1642 of SEQ ID NO: 19 or an allelic variant thereof; and 
nucleotide 51 through nucleotide 1625 of SEQ ID NO: 21 or an 
allelic variant thereof. 

15 15. The isolated polynucleotide of claim 11 wherein said 

polynucleotide hybridizes under stringent conditions to a 
nucleic acid molecule comprising a sequence complementary to 
the protein encoding sequence of SEQ ID NO:l; SEQ ID NO: 3; SEQ 
ID NO: 5; SEQ ID NO : 7 ; SEQ ID NO: 9; SEQ ID NO: 11; SEQ ID NO: 13; 

20 SEQ ID N0:15; SEQ ID N0:17; SEQ ID NO:19; or SEQ ID N0:21. 

16. An isolated polynucleotide having a sequence which is 
complementary to the protein encoding sequence of the 
polynucleotide of claim 11. 

17. An expression vector comprising a polynucleotide of claim 11. 
25 18. A host cell transformed or transfected with an expression 

vector of claim 17, 
19. A method for producing an ADAMTS-N protein or an ADAMTS-Rl 
protein, said method comprising the steps of 
(a) culturing a host cell of claim 18 under conditions 
30 suitable for expression of an ADAMTS-N protein or an ADAMTS-Rl - 
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protein; and 

(b) recovering said ADAMTS-N protein or said ADAMTS-Rl 
protein from the host cell culture. 

20. An antibody that binds to a protein selected from the group 
5 consisting of an ADAMTS-5 protein, an ADAMTS-6 protein, an 

ADAMTS-7 protein, an ADAMTS-8 protein, an ADAMTS-9 protein, an 
ADAMTS-10 protein and an ADAMTS-Rl protein. 

21. An oligopeptide for producing an antibody that binds to an 
ADAMTS-N protein or an ADAMTS-Rl protein wherein said ✓ 

10 oligopeptide has a sequence selected from the group consisting 

of: 

a) SVSIERFVETLWADK, SEQ ID NO:23; 

b) EVAEAANFIiALRSEDPDKY, SEQ ID NO:24; 
C) VKEDVENPKAWDGDWGP, SEQ ID NO: 25; 

15 d) QHPFQNEDYRPRSASPSRTH, SEQ ID NO: 26; 

e) PQNCKEVKRLKGASEDGEYF, SEQ ID NO: 27; 

f) QELEEGAAVSEEPS, SEQ ID NO: 28; 

g) YYPENIKPKPKLQE; SEQ ID NO: 29; 

h) HIKVRQFKAKDQTRF; and 

20 i) CEAKNGYQSDAKGVKTFVEWVPKYAG, SEQ ID NO: 30. 
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•MIU£WASUXLIJXLSASCX^SIjAADSPAAAPAQDKTRQPQAAAA 
AAEPDQPQGEETRERGHLQPlJtfXiRRS<»lAniMIW 
I£W)inVGAAGSXVrAGGGI*SASSGHRGHCFTfICTVre 
KHARYITJa>UiRGSWAEYEIlIYGDGSSRIUmNREGFSFB^ 
QESPSVHSRSRRRSALJ^liDHSAFSPSGNAGPQTWVmRB^ 
SSMAWWCn^GLQHYlXTIJ^IANRLYSHASIENHIRl^^ 
ATTUCNFCKWQHQHNQlJGDmEEHYDAAII^^ 
SCAYIEDOSLHAAFTVAHEIGHU/SI^SHDDSKFCEENtvy^^ 
PWSKCTSATITEFU}TXaK2KXU)LPWCQIIX3PEELPGQ^ 
PGMDVCARLWCAVVRQGQMVrci-TKK^ 

HGNVgGSWGPMGQCSRSCOGGVQFAYWlCNOT>APraSGRYC^^ 
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Fig. 1 (con't) 

GKSFRHEQCEAKNSYQSDAKGVKTFVEWVPKYAGVLPAD^^ 

KVTDGTECRPYSNSVCVRGRCVRTGCreilGSKL^ 

KSKGYTDWRIPEGATHIKVRQFKAKDC3TRF 

IDINGTVMNYSGWSHRDDFLHGMOTSATKEILIVQILATDPTKAI^^ 
QKVNSVISHGSNKVGPHSTQLQWVTGPWIJVCSRTCl^^ 
LSQRPSAFKQCLLKKC ' 

BASE COUNT -726 a 788 c 845 g 643 t 

ORIGIN 

1 ccggcgggca gcgcactatg cggctcgagt gggcgtcctt gttgctgcta ctgctgctgc 
61 tgagcgcgtc ctgcctgtcc ctggccgctg acagccccgc cgcggcacct gcccaggata 
121 aaaccaggca gcctcaggct gcagcagcgg ccgccgagcc ggaccagccg cagggggagg 
181 aaacacggga gcgaggccat ttacaaccct Cggccgggca gcgcaggagc ggcgggctgg 
241 tccataatat agaccaactc tactcCggcg gtggcaaagt gggctacctt gtctacgcgg 
301 gcggccggag gttcctgctg gacctggaga gagatgacac agtgggtgct gctggtagca 
361 tcgttactgc aggaggaggg ctgagcgcat cctctggcca ccggggtcac tgtttctaca 
421 gaggcaccgt ggacggcagc cctcgatccc tagctgtctt tgacctctgc gggggtctcg 
481 atggcttctt tgcagtcaag catgcgcgct acactctaaa gccactcctg cgtgggtcct 
541 gggcagagta tgaacgaatt tatggggatg gatcttcccg catcctgcat gtctacaacc 
601 gcgagggctt tagcttcgag gccctgccgc cacgcgccag ttgcgagact cctgcatccc 
661 catctgggcc ccaagagagc ccctcggtgc acagtagatc taggagacgc tcagcgctgg 
721 ccccgcagct gctggaccac tcagctttct cgccatctgg gaacgcggga cctcagactt 
781 ggtggaggcg taggcgccgt tccatctcca gggcccgcca ggtggagctc ctcttggtgg 
841 ctgactcgtc catggccagg atgtatgggc ggggcctgca gcattacctg ctgaccctgg 
901 cctccatcgc caacaggctg tacagtcatg caagcattga gaaccacatc cgcctggcgg 
961 tggtgaaggt ggtggtgctg acggacaagg acacgagtct ggaggtgagc aagaatgcgg 
1021 ccacgaccct caagaacttt tgcaaatggc agcaccaaca taaccagcta ggggatgatc 
1081 acgaagagca ctacgatgca gcceitcctgc tcacccgaga ggatttatgt gggcatcatt 
1141 catgtgacac cctgggaatg gcagacgttg ggaccatatg ttctccggag cgcagctgtg 
1201 cagtgattga agatgatggc ctccatgcag ccttcactgt ggctcatgaa attgggcatc 
1261 tacttggcct ttctcatgac gattccaaat tctgtgaaga gaacttcggt actacagaag 
1321 acaagcgttt aatgtcttca atccttacca gcatcgatgc atccaagccc tggtccaaat 
1381 gcacgtcagc caccatcaca gaattcctgg atgatggtca tggtaattgt ttgctagacc 
1441 taccacggaa gcagattttg ggtcccgagg aactcccagg acagacctac gatgccaccc 
1501 agcagtgcaa cttgacattt gggcctgagt actcggtgtg ccctggcatg gatgtctgtg 
1561 cgcggctgtg gtgtgctgtg gtgcgccaag gccaaatggt gtgtctgacc aagaagctgc 
1621 cggctgtgga gggcactccc tgtgggaagg gaagagtctg ccttcaaggc aaatgtgtgg 
1681 acaaaactaa gaaaaaatat tactcgacat caagccatgg aaattggggg tcctggggcc 
1741 cctggggtca gtgttctcgc tcatgcgggg gaggagkgca gtttgcctac cgccattgta 
1801 ataaccctgc acctcgaaac agtggccgct actgcacagg gaagagggcc atataccgtt 
1861 cctgcagtgt tacaccctgc ccacccaatg gtaaatcttt tcgccatgag cagtgtgaag 
1921 ccaaaaatgg ctatcagtct gatgcaaaag gagtcaaaac atttgtagaa tgggttccca 
1981 aatatgcagg tgtcctgccg gcagatgtgt gcaagcttac ctgcagagct aagggcacag 
2041 gctactatgt ggtcttttct ccaaaggtta cggatgggac tgaatgcagg ccgtacagca 
2101 actctgtgtg tgtccgagga cggtgtgtga gaactggatg tgacggcatt attggctcaa 
2161 agctacaata tgacaagtgt ggagtgtgcg gaggggataa ctccagttgt acaaagatta 
2221 tcggaacctt caataaaaaa agcaagggtt atactgacgt tgtgaggatc cctgaaggag 
2281 caacccacat aaaagtccga cagttcaaag ccaaagacca gactagattc cctgcctact 
2341 tagccctgaa gaagaaaact ggcgagtacc ttatcaatgg caagtacatg atttccactt 
2401 cagagaccat catcgacatc aatggtaccg tcatgaacta cagtggatgg agccacagag 
2461 atgatttttt acatgggatg ggctattcag ccacaaaaga aatcctgatc gtgcagatcc 
2521 ttgccacaga cccaactaaa gcgctaggcg tccgttacag cttttttgtt cccaagaaga 
2581 ccactcaaaa agtaaactct gtcatcagcc atggcagcaa caaggtggga ccacactcta 
2641 cacagctgca gtgggtgaca ggtccatggc tggcctgctc caggacctgt gacacaggct 
2701 ggcacactag gaccgtgcag tgccaggatg gaaacaggaa attagctaaa ggatgccttc 
2761 tctctcagag gccttctgca tttaagcaat gtctgctgaa gaaatgttag cctgtggttt 
2821 actctaatgc acaaaaaaac aacaggagga tcatcgcaga tacagctgtg gtgaagacaa 
2881 ggcctaccca aagcacagaa agtcatgcct tcatgtcatt gtcaccacga gtcgaattat 
2941 gggcagaatc tgctctctgc gaccaaaagg tttactctac ttggtgaatg atggtaccgt 
.3001 ga 
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FEATURES Location/Qualifiers 
source 1..1520 

. /organisms 'Homo sapiens* 
/db.^efs-taxon:9606' - 
/ chr omosomea '21' 
BASE COUOT 416 a 372 c 376 g 352 t 4 others 

ORIGIN 

1 ggacatttac ttggcctctc ccatgacgat tccaaattct gtgaagagac ctttggttcc 
61 acagaagata agcgcttaat gtcttccatc cttaccagca ttgatgcatc taagccctgg 
121 tccaaatgca cttcagccac catcacagaa ttcctggatg atggccatgg taactgtttg 
181 ctggacctac cacgaaagca gatcctgggc cccgaagaac tcccaggaca gacctacgat 
241 gccacccagc agtgcaacct gacattcggg cctgagtact ccgtgtgtcc cggcanggat 
301 gtctgtgctc gcctgtggtg tgctgtggta cgccagggcc agatggtctg tctgaccaag 
361 gagtgcagtt tgcctatcgt cactgtaata accctgctcc cagaaacaac ggacgctact 
421 gcacagggaa gagggccatc taccactcct gcagtctcat gccctgccca cccaatggta 
481 aatcatttcg tcacgaacag tgtgaggcca aaaatggcta tcagtctgat gcaaaaggag 
541 tcaaaacttt tgtggaatgg gttcccaaat atgcaggtgt cctgccagcg gatgtgtgca 
601 agctgacctg cagagccaag ggcactggct actatgtggt attttctcca aaggtgaccg 
661 atggcactga atgtaggccg tacagtaatt ccgtctgcgt ccgggggaag tgtgtgagaa 
721 ctggctgtga cggcatcatt ggctcaaagc tgcagtatga caagtgcgga gtatgtggag 
781 gagacaactc cagctgtaca aagattgttg gaacctttaa taagaaaagt aagggttaca 
841 ctgacgtggt gaggattcct gaaggggcaa cccacataaa agttcgacag ttcaaagcca 
901 aagaccagac tagattcact gcctatttag ccctgaeiaaa gaaaaacggt gagtacctta 
961 tcaatggaaa gtacatgatc tccacttcag agactatcat tgacatcaat ggaacagtca 
1021 tgaactatag cggttggagc cacagggatg acttcctgca tggcatgggc tactctgcca 
1081 cgaaggaaat tctaatagtg cagattcttg caacagaccc cactaaacca ttagatgtcc 
1141 gttatagctt ttttgttccc aagaagtcca ctccaaaagt aaactctgtc actagtcatg 
1201 gcagcaataa agtgggatca cacacttcgc agccgcagtg ggtcacgggc ccabggctcg 
1261 cctgctctag gacctgtgac acaggttggc acaccagaac ggtgcagtgc caggatggaa 
1321 accggaagtt agcaaaagga tgtcctctcc cccaaaggcc ttccgcgttt aagcaatgct 
1381 tgttgaagaa atgttagcct gtgggttatg atcttattgc acaaaagata ctggaggatt 
1441 cancacccgt gcaatcnngg tgaacaggaa ggctacctta acgcacagaa agtcatgctt 
1501 taatgacatt gtcaaccagg 
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Fig. 3 



FEATURES Location/Qualifiers 
source I..284B 

/ org anisin= •Homo sapiens* 

/db_xref = • taxon: 9606 • 

/ chronu3s omea " 5 ■ 
gene 1..284a 

/notes" A Disintegrin*like And Me tallopro tease donain 

with ThrorhboSpondin type X motifs 6" 

/genes^ADAMTSS- 
CDS 22.. 2602 

/genea'ADAMTSe- 

/notes 'zinc metalloprotease" 

/ codoHL^s tar t=l 

/products* A Disintegrin-like And Metalloprotease domain 

with ThrontooSpondin type I inotifs-6 (ADAM-TS6) * 

/ trans la t ion= "MEIIA^KTLTVaLSLIMASSEFHSDHRLSYSSQEEFLTyLEHYQL 

TI PIRVDQNGAFIiSFTVKNDKHSIU^RRSMDPIDPQQAVSK^ 

NTOFVSKHFTVEYWGKDGPQWKHDFLDNCHYT^ 

EDEEYFIEPLKNTTEDSKHFSYEl^mPHVIYKKSAUJQRHL^^ 

WWtWOTSTVSYSLPINMIHIHHRQKRSVSIERFV^^ 

SVmiVAKLYKOSSLC34Vn;NIZVAia^rVLTEtX}PNI^I^ 

KQSIXSm'ZPE^K31AHHDNAVL^^RroZCTyKNKPOGTI/3^^ 

IGLGSAFTIAKBIVKNFCSItmiXSZGNSOGRKVHKQQNVGSSHYCEY^ 

HKQIiFREVCREU'O^SKSNRCVTNSXPAAHniJCCrrc^ 

IIXX3*roPWSLTOECSRTCOOGVSSSLWICDSPAPSGGGKYClX3ERKOT 

GSRDn^QCADFDNMPFTCKYYNWCPYTGGGVKPCA^^ 

TQCNADSUJICIlGECKHVGCiamXSSDAREDRCKVCOGOTST^ 
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GyKEWQIPRGSVHIEVmEVAMSKNyiAUCSBGDDyyiNGAWriDWPR^ 

QPWSECSiVrawCXIKHFTRQPTQRARWima^ 
ETLL* 

BASE COUrrr 837 a 551 c 664 g 794 t 2 others 

ORIGIN 

1 aatcatccag ttttctaaat tatggaaatt ttgtggaaga cgttgacctg gattttgagc 
61 ctcattatgg cttcatcgga atttcatagt gaccacaggc tttcatacag ttctcaagag 
121 gaattcctga cttatcttga acactaccag ctaactattc caataagggc tgatcaaaat 
161 ggagcatttc tcagctttac tgtgaaaaat gataaacact caaggagaag acggagtatg 
241 gaccctattg atccacagca ggcagtatct aagttatttt ttaaactttc agcctatggc.^- 
301 aagcactttc atctaaactt gactctcaac acagattttg tgtccaaaca Ctttacagta 
361 gaacattggg ggaaagacgg accccagtgg aaacatgatt ttttagacaa ctgtcattac 
421 acaggatatt tgcaagatca acgtagtaca actaaagtgg ctttaagcaa ctgtgttggg 
481 ttgcatggtg ttattgctac agaagatgaa gagtatttta tcgaaccttt aaagaatacc 
541 acagaggact ccaagcattt tagttatgaa aatggccacc ctcatgttat ttacaaaaag 
601 tctgcccttc aacaacgaca tctgtatgat cactctcatt gtggggtttc ggatttcaca 
661 agaagtggca aaccttggtg gctgaatgac acatccactg tttcttattc actaccaatt 
721 aacaacacac atatccacca cagacagaag agatcagtga gcattgaacg gtttgtggag 
781 acattggtag tggcagacaa aatgatggtg ggctaccatg gccgcaaaga cattgaacat 
841 tacattttga gtgtgatgaa tattgttgcc aaactttacc gtgattccag cctaggaaac 
901 gttgtgaata ttacagtggc ccgcttaatt gttctcacag aagatcagcc aaacttggag 
961 ataaaccacc atgcagacaa gtccctcgat agcttctgta aatggcagaa atccattctc 
1021 tcccaccaaa gtgatggaaa caccatitcca gaaaatggga ttgcccacca cgataatgca 
1081 gttcttatba ctagatatga tatctgcact tataaaaata agccctgtgg aacactgggc 
1141 ttggcctctg tggctggaat gtgtgagcct gaaaggagct gcagcattaa tgaagacatt 
1201 ggcctgggtt cagcttttac cattgcacat gagattgttc acaattttgg tatgaaccat 
1261 gatggaattg gaaattcttg tggacgaaag gtcatgaagc agcaaaatta tggcagctca 
1321 cattactgcg aataccaatc ctttttcctg gtctgcttgc agtcgagant acatcaccag 
1381 ctttttagag aagtgtgtag agagctctgg tgtctcagca aaagcaaccg ctgtgtcacc 
1441 aacagtattc cagcagctga ggggacactg tgtcaaactg ggaatattga aaaagggtgg 
1501 tgttatcagg gagattgtgt tccttttggc acttggcccc agagcataga tgggggctgg 
1561 ggtccctggt cactatgggg agagtgcagc aggacctgcg ggggaggcgt ntcctcatcc 
1621 ctaagacact gtgacagtcc agcaccttca ggaggtggaa aatattgcct tggggaaagg 
1681 aaacggcatc gctcctgtaa cacagatcca tgccctttgg gttcccgaga ttttcgagag 
1741 aaacagtgtg cagactttga caatatgcct ttccgaggaa agtattataa ctggaaaccc 
1801 tatactggag gtggggtaaa accttgtgca ttaaactgct tggctgaagg ttataatttc 
1861 tacactgaac gtgctcctgc ggtgatcgat gggacccagt gcaatgcgga ttcactggat 
1921 atctgcatca atggagaatg caagcacgta ggctgtgata atattttggg atctgatgct 
1981 agggaagata gatgtcgagt ctgtggaggg ggcggaagca catgtgatgc cattgaaggg 
2041 ttcttcaatg attcactgcc caggggaggc tacatggaag tggtgcagat accaagaggc . 
2101 tctgttcaca ttgaagttag agaagttgcc atgtcaaaga actatattgc tttaaaatct 
2161 gaaggagatg attactatat taatggtgcc tggactattg actggcctag gaaatttgat 
2221 gttgctggga cagcttttca ttacaagaga ccaactgatg aaccagaatc cttggaagct 
2281 ctaggtccta cctcagaaaa tctcatcgtc atggttctgc ttcaagaaca gaat^tggga 
2341 attaggtata agttcaatgt tcccatcact cgaactggca gtggagataa tgaagttggc 
2401 tttacatgga atcatcagcc ttggtcagaa tgctcagcta cttgtgctgg aggtaagatg 
2461 cccactaggc agcccaccca gagggcaaga tggagaacaa aacacattct gagctatgct 
2521 ttgtgtttgt taaaaaagct aattggaaac atttcttgca ggtttgcttc aagctgtaat 
2581 ttagcaaaag aaactttgct ttaattatat tatattccat ttgttttcaa cctcatgtaa 
2641 tttgtgcaga tttgttggta aaatacatct tggcacaatg agtgtctctg ctggtgcttc 
2701 tcccaagact atcttgaagg. tgggctgttt gcctttcgtg aacacattct tggtaaagaa 
2761 catcaaaagt tttaaaaaag aaaatgagca agaatcagac atcacagatg caacttcttg 
2821 taatgggaga tgagaatgta cggctgtg 
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Fig. 4 



FEATURES 



Location/Qualifiers 
1..3218 



source 



CDS 



gene 



/organisxn;s"Haoto sapiens" 
/db^pcref e ■ taxon : 9606 • 
/ chr omosomea • 15 • 
1..3218 

/gene=*AEtfWS7- 
13.. 3003 



/gene="ADAOTS7 ' 

/notes* ZINC MCTALLOPROTEASE- 

/codonwStart=l 

/product^" A Diaintegrin-like And Metallcprotease domain 

with ThrofriboSpondin type 1 motifs-? (ADM1-TS7)- 

/ trans lation- "MFGGPSPRSFAPLLRFtiLlJJXAIJU>GAFOT 

IVHPVRVnAGGSFLSYEl*i?PRALJ«CRDVSVWU)APA 

APGFN^ETRRRGGlxnu^IRAOTPACHLIiGEVQDPELEGGLAAISAC^ 

EIOTIEPIJ>SAPARPGHAQPHVVyKRQAPERIAQRGDSSAPSTCGVa\^ 

WEQRQQWRRPRLRRIJIQRSVSKEKWVHrLVVAEAKMVEyHGQP 

LFHDPSI<2n»IHITIVRLVI*LEDEEEDLKrraHAI»miKSFCK^ 

Hrn-AllXTRKDLCAAMNRPCETLGLSHVrAGMCQPHRSCSIN^^ 

SFGIQHDGSGNDCEPVSKRPFIMSPQLLYDAAPLTWSRCSRQyiTRF^^ 

PPAKDI IDFPSVPPGVLYDVSHQCRLQYGAYSAFCECMraiVC^^ 

AAVDGTRCGENKVraiSGECVPVGFRPEAVDQGWSGWSAWSICSRSOa^^ 

QPTPKViaSlYCVGERKRFRIOJI^CPAGRPSFRHVQCSi^^ 

DVNPCELHCRPANEYFAKKLRDAVVICTPCYQVRASRDLCI^ 

MEDROGVCHGNGSTCHWSGTFEEAEGLGYVIMa*IPAGAREI^ 

SEDPEKmjlGGOTIC?f«MSDYQVacn^ 
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PGGGSElGGWRPSrUiGRSRPGGWSPGSVTEPGSEPGPPAAASTSVSPSLKWPNLVAA 

PVFSWHYGPVratCTVTCGBGQCWRHSPTCPCaA^SCXX^^ 

EPQFSICBIRIAIALCPRPAGRVHG- 
BASE COUNT 5B4 a 1041 C 1O03 g 590 t 

ORIGIN 

1 ccggttcctg ccatgcccgg cggccccagt ccccgcagcc ccgcgccttt gctgcgcccc 
61 ctcctcctgc tcctctgcgc tctggctccc ggcgcccccg gacccgcacc aggacgtgca 
121 accgagggcc gggcggcact ggacatcgtg cacccggttc gagtcgacgc ggggggctcc 
181 ttcctgtcct acgagctgtg gccccgcgca ctgcgcaagc gggatgtatc tgtgcgccga 
241 gacgcgcccg ccttctacga gctacaatac cgcgggcgcg agctgcgctt caacctgacc 
301 gccaatcagc acctgctggc gcecggcttt gtgagcgaga cgcggcggcg cggcggcctg 
361 ggccgcgcgc acatccgggc ccacaccccg gcctgccacc tgcttggcga ggtgcaggac 
421 cctgagctcg agggtggcct ggcggccate agcgcccgcg acggcctgaa aggtgtgccc 
481 cagctctcca acgaggacca ettcattgag cccctggaca gtgccccggc ccggcctggc 
541 cacgcccagc cccatgtggt gtacaagcgt caggccccgg agaggctggc acagcggggt 
601 gattccagtg ctccaagcae ctgtggagtg caagtgtacc cagagctgga gtctcgacgg 
661 gagcgttggg agcagcggca gcagtggcgg cggccaCggc tgaggcgtcc acaccagcgg 
721 tcggtcagca aagagaagcg ggtggagacc ctggtagtag ctgatgccaa aatggtggag 
781 taccacggac agccgcaggt tgagagctat gtgctgacca tcatgaacat ggtggctggc 
841 ctgtttcatg accccagcat tgggaacccc atccacatca ccattgtgcg cctggtcctg 
901 ctggaagatg aggaggagga cctaaagatc acgcaccatg cagacaacac cctgaagagc 
961 ttctgcaagt ggcagaaaag catcaacatg aagggggatg cccatcccct gcaccatgac 
1021 actgccatcc tgctcaccag aaaggacctg tgtgcagcca tgaaccggcc ctgtgagacc 
1081 ctgggactgt cccatgtggc gggcacgtgc cagccgcacc gcagctgcag catcaacgag 
1141 gacacgggcc tgccgctggc cttcactgta gcccacgagc tcgggcacag ttttggcatt 
1201 cagcatgacg gaagcggcaa tgactgtgag cccgttggga aacgaccttt catcatgtct 
1261 ccacagctcc tgtacgacgc cgctcccctc acctggtccc gctgcagccg ccagtatatc 
1321 accaggttcc ttgaccgtgg gtggggcctg tgcccggacg accctcctgc caaggacatt 
1381 atcgacttcc cctcggtgcc acctggcgtc ctctatgatg taagccaeca gtgccgcctc 
1441 cagtacgggg cctactctgc cttctgcgag gacatggata atgtetgcca cacactctgg 
1501 tgctctgtgg ggaccacctg tcactccaag ctggatgcag ctgtggacgg cacccggtgt 
1561 ggggagaata agtggtgtct cagtggggag tgcgtacccg tgggcttccg gcccgaggcc 
1621 otggatggtg gctggtctgg ctggagcgcc tggtccatct gctcacggag ctgtggcatg 
1681 ggcgtacaga gcgccgagcg gcagtgcacg cagcctacgc ccaaatacaa aggcagatac 
1741 tgtgtgggtg agcgcaagcg cttccgcctc tgcaacctgc aggcctgccc tgctggccgc , 
1801 ccctccttcc gccacgtcca gtgcagccac tttgacgcta tgctctacaa gggccagctg 
1861 cacacatggg tgcccgtggt caatgacgtg aacccctgcg agctgcactg ccggcccgcg 
1921 aatgagtact ttgccaagaa gctgcgggac gccgtggtcg atggcacccc ctgctaccag 
1981 gtccgagcca gccgggacct ctgcatcaac ggcatctgta agaacgtggg ctgtgacttc 
2041 gagattgact ccggtgccat ggaggaccgc tgtggtgtgt gccacggcaa cggctccacc 
2101 tgccacaccg tgagcgggac cttcgaggag gccgagggtc tggggtatgt ggatgtgggg 
2161 ctgatcccag cgggcgcacg cgagatccgc atccaagagg ttgccgaggc tgccaacttc 
2221 ctggcactgc ggagcgagga cccggagaag tacttcctca atggtggctg gaccatccag 
2281 tggaacgggg actaccaggt ggcagggaco accttcacat acgcacgcag gggcaactgg 
2341 gagaacctca cgtccccggg tcccaccaag gagcctgtct ggatccaggt gcctgcctcc 
2401 cgtggcccag gcggggggag cagaggcgga gtccccaggc ccagcaccct ccatggcagg 
2461 tctcgtcctg gaggagtgag ccctggttca gtcacagagc ctggctctga gccaggccct 
25" ce^SgcgS cctctlcctc agtttcccca tctttaaaat ggcccaatct tgtagctgca 
2581 gttcacagag gtggctgggg tcaagctcct ttaggactgg gtggatggag 
2641 gtgctcacgg gcccccgcct gcccacccag ctgctgttcc aggagagcaa ccctggggtg 
2701 cactacgagt acaccatcca cagggaggca ggtggccacg acgaggtccc gccgcccgtg 
2761 ttctcctggc attatgggcc ctggaccaag tgcacagtca cctgcggcag aggtgagaag 
2821 tgggSic acagccccac ctgcaggggc ttagtgtctg gacagggaca ctggcttcag 
2881 c^cccagctc actgctgggc caccacgggt ttggaagttt gcttctctga gcctcagttc 
2941 tccaLtgtg agatgaggct agcgattgcc ctgtgtccca ggcccgctgg g-35gtacat 
3001 Stgaglca ggtgggtgct ggctcgcggc gcatgttcag tgtgctccag ctcttggcgt 
3061 Wtccctcca ggggacacag ctccccctcg atagaccagt ccagtggccc ctcaccacac 
3 m SSctSttt ^cCaact^ tttataaaaa gtagggcaat ttcattaact ctgactctta 
3181 cctgcccggg cggccgctcg agccgagtaa teactagt 
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* ^ '''' I '''' ^ ^ ^ ^ 1 i I 

tagggcgactgcacgggacgccgcggaggacgcgcgctcgcggcccggggcgccacg^ 70 
ctaggttggctggcxrcagg a gyagcgggctgcgogatccagaggggccgccaggga^ 140 
gccgct:agccgagtcggcctcccc:atcx:gatt:gatcatttttc^ 210 
gccaccagcacctgcccgcgcgcggcgatcttcttccctctcccgcgctc^ 280 

360 370 . 380 390 400 410 . 420 

' « ' ' t ' ' ' ' ^ « « ' * ^ » ' ' ' I ' ' ' ' > » ' » ' ^ ' ' ' ' ^ ' ' ' ■ I ■ ' ' « > ■ ' ' ' ^ « ' V > ' ' ■ ' I ' « ' « < I » « " I 

GCm3QCAGCX3CGAQQGAQC^^ 490 
QOGAQ(XXX3GACIQCX3It^^ 630 

710 720 730 740 750 760 770 

^ GGCTXXXnXXX:X3(X3GAA ^ ^ 840 

910 
980 
1050 

1060 1070 1080 1090 1100 . 1110 1120 

1 I ^ ^ * ^ * ^ * ^ ^ ^ ^ 

CXnCAa3G?IGATGTCAA^ 1120 
GIGGTIGAAAGnraCTAMl^^ 1190 
TOCQCAACroCTOCAGCTOQC^^ 1260 
TQaai iUilUi ' l CACCAGACftGAfiLTiU^^^^ 1330 
GTTGCXIPiOOPa^ 1400 ' 

1410 1420 1430 1440 1450 1460 1470 
■ « I i li t t t I t i t t I t 1 I 1 I t f I I I t I 1 i ! I t t ■ 1 t i I f ! I t » I ! t t 1 I 1 t i I 1 I I I I I I t I I 1 i I I 1 I 1 

CXniOQCXXiMGAQCTAGQ^ 1470 
TGGO00CATC30OCA^^ 1540. 

<xcKx:::AGiGCiu^^^ i6io 
cxrrocsGrricraxo^^ 1680 
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Fig. 5A (con't) 
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' ' ' ' ^ ■ ' ' ' ^ ' « ' ' ^ ■ ' ■ ^ I ' ' ■ ■ * ■ ' ' « 1 * ^ * ' > ' ' ' ' ^ * ' * * 1 » ' t t I t t t t t t I I t ( t t I t t I . t . I 



roCICAGGAGAGIGCAQCACAGGTC^^ 2520 
<XX3CEAaUXJAG0CTOGA^ 2590 

2625 
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Fig. 9A 



10' .20 30 

' « 1 ' ' * ' ^ ' ' ' ' ^ 1 1 > ♦ I r I 1 1 1 I i I t f 1 1 



40 50 60 70 



TCACXjCACGCCITCrGGTCI^^ 70 
LCa:01UGACCACftAa3GgGCACl^^ 140 

CGCAGCiaXGlCTACro^^ 280 
O330CX3O0CX3a0C^ ^ ' 350 

360 370 380 390 400 410 420 

'''' ^ ^ t ^ '»''''*'' ^ * ' * ' ^ ■ * * ' ^ ^ ^ 1 

CAGCAOrroTOSAQGCCTXX^^ 



420 

GCJiaSGCXXAAGGGOTCTCQGAGC^^ 490 
GIXIIACCCCCAanGGAC^ 560 

710 ^ 720 730 740 750 760 770 
' ■ * * ^ » 1 1 1 1 1 i 1 1 1 i 1 1 1 i 1 1 1 1 1 1' 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 i 1 1 1 f 1 1 1 1 1 I « 1 1 1 

QCXM?03CAATCrCATIXXAGAGAA^ 980 
CP^ICIXXIP^IQ^ 1050 
1060 1070 1080 1090 1100 1110 1120 

I 1 1 t 1 1 I I t I I M I ! 1 t t t 1 t I { 1 I I T t I i 1 1 1 t f I 1 M 1 t I I t I f I t I I 1 r > t } I I M I t I t I I I 1 t t i . 

AGAGAParia::AQOGn:^^ 1120 

1410 1420 1430 1440 1450 1460 1470 

« « ' ' < ' ' ' ' ^ ' ' ' * I ' « « ' ^ ' » ■ ' t ' « ' « ^ » ' ' ' ^ ' ' ' ' ^ ' » ' « 1 « « ' ' ^ » ' ' ' I ' ' * « ^ * ' * »- ^ « I ' ' ^ 

CCX3QCXXXXDGAGGGCACtSCIG'I^ ^ 1540 
TCCOriTiaSGT^^ 1680 

3GC1CC1GCAACACX3GAIGAL1G1UCLL^^^ 1750 
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Fig.9A(con't) : 

1760 1770 1780 1790 1800 1810 1820 

' < < ' ^ ' ' ' ' I ' ' « ' > ' ' * ' 1 « ' ' ^ ^ ' « » ' 1 » ' ' ' t ^ « ' ' ^ ' ' ' » ^ ' ' ' ' I « ' ' « 1 ' » « * i ' t ' ' t ' ' ' ' I • 

ACXTCAGAGAAC?TCCAGU"GiUCiGAA^ 1820 

AQGQCX3GCAGCX:XjIT3GTOQACC^^ 1960. 

2110 2120 2130 2140 2150 2160 2170 ^ 

' ' ' > ^ * ' ' ' ^ * * ' * ^ ■ ' ' ' I ' ■ ' ' * ' « ' ■ ^ ' ' ' * > ' ' * ' I ' ' ' ' I » ' > ' ^ ■ * ' ' 1 ' t t t I I t t t I I t . , I 



CXCIGAAGGGAGACCAGGAGIOCC^^ 
TCTAGCIQGGAOirACCTITC^^ 2310 

2460 2470 2480 2490 2500 2510 2520 
' ' « « ^ ' * * * ^ « ' * * ^ * ' « « I ' » ' ' > ' ' « * 1 ' * ' ' ^ « * ' ' ^ ' * » ' ^ » ' * ' I ' ' ' ' ^ ' * * ' 1 ' » * * > ' » ■ ' 1 . 

OTGiaiTiOSCGGI^iODCA^ 2520 

CACD^cia:3u^iu- 2590 

GTCCCAGCGCCXSCXriX^ 2730 
CXriGTACTGGAGQCCiaXAO 2800 
2810 2820 2830 2840 2850 2860 2870 

' » ' ' ^ « ' ' ' ^ ' ' ' ' ^ ' ' ■ ' t * ' « ' ^ ' ' ' » ^ ' ' ' « ^ « ' > ' ^ ' ' ' « t ' * 1 1 1 ■ 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

eeXXAAGCaGiaJLiCUlU^aUULUULLi^^ 2870 

GCCCCCiaiOIACUULUi'iUJil^^ 2940 

CCroaXX3CTO3GTDGACC:^^ 3010 

CAGiajaCTGCAOIIA^^ "3080 

GCAGCAGICTGAGGCCAAGTCTC^^ 3150 

3160 3170 . 3180 3190 3200 ' 3210. 3220 

« ' ' ■ 1 ' ' « ' I « ■ ' ' t » ' ' » ^ ' ' ' ' > ♦ « ' ' ^ ' « » ' t « ' ' ' ^ ' * ■ ' I * * ' ' ^ ■ ' ' ' I ' ' ' ' ^ ■ ' ■ ' I » * ' » ^ 
AACAAa:?ia3CITAC^^ 3220 

QCTOCAAAAarnxxrAft^^ 3290 

cccact gyayd L yyy cat y ay y yaaa yyyyggc ttgaattgaagy^jLyagatgcagttgg^ 33 60 

tgggtaaccctaca yyyc tcctgactaa yyyyLyga gaagagctggctacccagggaccctctgctgto 3430 
cttgcccagttgatagtgaagagagaggactccttgttgcacacatatttaagrtccctagcacc^ 3500 
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Fig. 9 A (CO n't) 

3510 3520 3530 3540 . 3550 3560 3570 

■ * ' ■ ^ ' * ' ' ^ ■ * ' ' * ■ T * * ^ ' * * * ^ * ' ' * ^ * ' ' ' ^ ' ' ' « ^ ' ' ' * ^ * ' * ' ^ ' * * ' ^ * * * ' ^ * ' ' * ^ ' * ' ' ^ ■■ 

accc t ttgatcggaatatgrtac tgtgaagagt y yy yy Lyyyy auy y y L gtgctggtgcccugccccc toe 3570 ' 

actgttctatccctacactctgagcty ygy yg a tttatatctgctaty yyyyyci gtaggcttgataccac 3640 

ctccctgtagccctcccccagactgacgaaggggaagatccaccccaacctctgccctgcctgccccagg 3710 

ggggagttcaacatcxaggccgttccccatcatggtgctacaagccctgccctggggcccacacactcct 3780 

3860 3870 3880 ' 3890 3900 3910 3920 ^ 

' ' t ' t « t ' ' t < ' ' 1 1 ' t ' « > ■ t ' ' t « » ■ < I ' ' ■ ' t ' ' ■ ' * ' ' ' ' I ' ' * ■ ^ ' ' ' ' ^ ' « » » ^ ■ ' ' ■ ^ ' ' ' ■ ^ 

ggtacccaattcgcgctatagtaaatngggtntita 3885 . 
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Fig. 9B 



10 . 20 30 40 



SIOTSGU^^ISSCPVWRAMRSPSPPAWITP^^ 40 
GAA?PJ-i3GHSKV/?PUjOSQ:A5TOyr J MT .TR.<^<?H7 J i\rw 80 

SVEYWIRBCaJU^RAARPHCL^iSW^^ 120 

QGLHGLIVAutLt±;3fIJamia^ 160 

SSIi?KPHLEn303VRDEKI^rtIK^ 200 

210 220 230 240 
' ' ' ■ ' I I t ii. i I ' I I I I I I i I I I I I I . I 



E^rEf^B3LJ<I^^ 240 

YVIAI>M^/7^m^t3^ 280 

riHHAGKSIXJSraCWaKSIVlSlHSarac^ 320 

VLITRYDICIYK^^<PCGT]^^ 360 

AATSVHHZHEiaflHM^HE^GVON^^ 400 

410 420 430 440 

' ' ' ' ^ ' ' ' ^ ^ < ' < ' ' ' ' f ' i ' ■ ' ■ t ' « t i 1 1 1 1 1 1 1 1 1 1 1 



IlMKINPFVAflJSSCNRIOTrSFL^ 440 

YPTVAPQQAm?UDE)Qa^PQ^^^ 480 

KSNRCnNSIPAABSTU^^IHI^^ 520 

EX5VDGAIoGBfln:FV>OXSRia3^^ 560 

KYCLX3ERRRHRSCNiiJUJFK3SQt3ra^^ 600 

610 620 630 640 

' ' ' ' ^ ' ■ ' ' ^ * ' ' ' ^ ' « ' ' ^ ' « ' ' * « ' ' « ^ ' ' * » I t I I 1 1 



KFYKWKTyRGGGVKACSLTSIA^ 640 

CRPDTVDICVSGBCKHVa33RVIJ^^ 680 

ACEHTIHSVFSPASPGAGYEDsA/WIPKGSVHIFIQI^^ 720 

SHLAIJCGDQRST ,T T .FTXPGIB3PHRLPLfiGITF^ 760 

Q^^QSLEMLGPmPSLIS/^^ 800 

810 '820 830 840 
' ' ' ' I ' > ' ' i ' ' ' ' i ^ * ' * i ' ' » ■ < ■ « 1 1 1 1 1 1 1 r 1 1 . « I 



LPPYSWHYABOTKCSAQCAaSSQVQAVBCRNt^^ 840 

HyCSAHSKLPKRQRACNTEICPPr^A^^ 880 

VRSRSWCQRRVSAAEE3<ALnDSAatQPOT 920 

HCI^AAKPPSIMRCNLRICPPARWVISEV^ 1000 



I 

SUBSTITUTE SHEET (RULE 26) 



wo 01/01 1074 PCT/USOO/21223 

■27/54 



Fig. 9B (con't) 

1010 1020 1030 1040 
* ' * ■ ^ ' * ' ■ ^ ' ■ « ' > ' ' « t f t « I I f t I I « t I i 1 1 I t « # i I 

(KRT\mcrSHTGQ?SR£XrrEAL^ 1040 
GD3P£EX2^IM^IKVAyCPL^^^ 1080 
R 1081 



0111074A2JA> 
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Fig. lOA 



10 20 30 40 

t ' * ' ' I « * ' * > ' * ' ' I ' ■ ■ « > ' t « ■ ( f 1 . t f 1 t , I I 



ACa3ia3ACATITCIGIC3^^ 80 

ATlXCGlG'ilJ iUiU 3GGCSTCAI^^ 160 
AITGAA G01\:;iClTrA GCOCAG LT^ ^ ^ 200' 

210 220 230 240 



240 

--TOAGICAOCTOGCC 280 
CI3WVQQQQGACCAAGAGTCTC^^ 320 
Cia3GAOCXX3pC3\AanNAOC^^ .360 
CACATITCAICI3^CX33CAC^^ 400 

410 420 430 440 

' ' * ' * * « * ' ^ ■ » » t I 1 1 « 1 I I I I I I I t I « t I ■ I I I t i i 1 1 



Cro3AAQCCCTCGa^(XCATI^^ 440 

480 
520 

ITXTXXSCAOTJI^^ 560 
GTGCAGGOQQCAQCCMGTCCA^ 600 

610 620 630 640 

' M 1 t t I t I t I t t I 1 I I 1 I I I t I I , t I t I t . » t t , t t t I 




TCAQCTOQACAQCnaO^ 640 
QOOCPCPGTPJ^'i \J L X^ : ^ ^ 680 

p>cccn:QCPajjjn^ 760 

810 820 830 .840 
' ' » * ^ * ' ' ' ^ ' ' ' ' ^ ' ' ' ' ^ ' « ' « * « ' ' « 1 t t t I ! t 1 I I t 



TGTGCTO3AOGCCroa::AAG^ 880 

TQQQCAACCCICX:iACiaSTCB^^ 920 

QGCCT3GlCiCUXi:AC0 ^ ^ 960 

p£sma>iPa3i^ixn^ looo 
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Fig.lOA (con't) 



1010 1020 1030 1040 



GCAGCCAAGCCACCAOXrESCTATOD^^ 1040 

QCiaXCTtXTCCODQCIGGG 1080 

GTCITOij^CACAGIT^^ 1120 

GCJOGAAGLV llU J Ut^^ 1200 

1210 1220 1230 1240 



I .... I , ... t «... I 



^ ' * « ♦ ^ I t . t I 1 I I t I 



GGOCAAGICTtSACAGTICTOG^^ 1240 
GAAGAATOCAAGSATCI G ^ACAAC^^ 1280 

TOGAAOCAACCroGAGCAC^^ 1400 

1410 1420 1430 1440 
I I t I I t I t I I 1 I I 1 I I t t » I f 1 1 1 I I t I I i I > t t t t t I 1 I 




TOGAGAANAGCIGoCTA 1520 



CXXXIAGGGACarrTITGTroSA^ 1560 
TCAAGAGAGAGGACTTCIT3GTDC^^ 1600 
1610 1620 1630 1640 



1640 



W 1642 
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Fig. lOB 

10 20 30 . 40 

^ M t I 1 t t T I t I I I I t I ■ ■ I I . . , I t . . , I , , , « I . . , , I 

PAA\rJD:jrPCRPUT\/DX(^/Sl^^ 40 
CRVCGGDGSACETIH^VFSPALPCT^^ 80 

^QDlI>lLSLSh1U<U<aX^^ 120 
TFHU?QGPDQAQSI£AIJSPI^P^^ 160 
FNAPIARDAI^PYSS^HXArWIKCS^QCT^^ 200 

210 220 230 240 
' ' ' ' ^ ' ' * ' I ' ' « t < ' ' * ' * ' ' ' ' ^ « * ' i I t f t . t . . . . I 

QUDSSAV7\PHyCSaHSKLPKRQRAC^^^ 240 

RCSRSCnAGVRSRSWOQRRVSAAEEKALIX)SA^^ 280 

yi£AC}3PPt1C9PE/<S^^ 320 

DQRSTLPP^^CI^AAKPPSI^IHC^^^ 360 

CSTQCXSLXSQQQRIVRCI^^ 400 

410 420 430 440 

AK^3SWPKTCPEEX^CE^/NKV^^ 440 
QM3CKI03GR 450 
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Fig- llA 



Ligated 459225+482392 with Sac I{168)&Sco R I(or Not I) 
Cloning site:5';Eco RI 3\-Not I Vector; Pr7T3 pac. 

You can put this construct to pcENA3.1(+) for transfection 
5*-UIR is 50tp &3*-urR is 175fcp 

210-215; in 482392 it's TOCEAC(SY) . 



10 20 30 40 

t » t I t r t I I I I I I t 1 > I t I i f ■ « I I t « t I i M * ' * ' ^ ' ' ^ 

gaattcggcacgaggcagtgtccgattctgattccggcaa 40 
ggatccaagcATOGAAlUJiUXblLa3GCAAC^ 80 

pcj:;^ixx:ixx:ixjrvi\Jixj: ^i T i UJ i^ 120 

GGACOQCACgctODGP^^^ 160 
'IGCCTGGQG C CCAIGGAGTCAM^^ 200 

210 220 230 240 
« ■ I 1 I t « I t I . t t I I . ■ ■ t I I « ■ ■ » ' ' ■ I i t t I t t t I I 1 I 



riCICIGAQQCXXriaXTCa^^ 240 

AGAGCTCTGAAOGAAGAAATATOOGAIA^^ 280 

TAMGTOCy^CIQCC^^ 320 

CAQCAATXXTOQOriCATAAroftl^^ 360 

i ^lll ' ^A TGAATG ULTlU-lUlGXC IAAIG^ 400 

410 420 430 440 



(XCAaXOTCACICAAGTOCO^A^^ 440 

GircrrTCAACI^iCCACC^^ 480 

GCTATACAGAMCITiaSAIAIt^^ 520 

OCS^AATroiTQGCTGCGAI^^ 560 

610 620 630 640 

■ » « « ! I » 1 i I I t I I < 1 t t t I » ■ t t > I t 1 I I 1 I I t I I I 1 1 I 



LUUljL^a^i a JIC0GAQ33CAGTA3^^ 640 

GGAAGTAGACAIATiaSCXTIGI^^ 720 
ACTIMA3?CTGGAAACCAAAAC^^ 760 
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Fig. IIA (con't) 



810 820 830 840 



AATICTAGrn^IGGAjriTOCAJGA^^ 840 

TACTCAGAATOGCTOGAO:^^ 880 

TICATCITCTATCAAC^^ 960 

OQGA lillLl ' ilLUU'iUJlUA GCAA LCiGUU : ^ ^ 1000 

1010 1020 1030 • 1040 



TCAGCTXSACATOSGCTGAGTtCT 1040 

CUIGIGGITXXhrcACCAAT^^ 1080 

acatcaaaoxaaacccaagctk::^^ 1120 

TOCTTOiai^OXAGIGAOGGAT^ 1160 

TftJGACXriCEACCASCLUUl'xLXJl^^ 1200 

1210 1220 1230 1240 

CATOGACCGCxnGCIOlTCClCGlG 1240 

GAQCOSQCXIAGCTiar^^ 1280 

C3VIGICACTICACTa3^^ 1320 

CI?J«3ATO32CATOXt^^ 1360 

CCCTAAATOQCiaSCACA^^ 1400 

1410 1420 1430 1440 

' ' ' ' i ' « > I 1 T 1 t I i t t I I f t I 1 1 ! I 1 1 1 i : t t 1 I 1 » f 1 I 



1440 

T0GACXMXDGAOGAATO3\CAC?^^ 1480 
AACAAACrxXCACA!IAAAAGAGGAA3I^^ 1520 
CXXTiarrftTAAACCCAAA^^ 1560 
AGTIOIXMajriCA^ 1600 

1610 1620 1630 1640 
' < ' ' ^ ' « ' ' ^ ' « ' ' 1 ' ■ ' ■ ^ « » 1 ' 1 ' « ■ * I t « « « < ' ' ' ' 1 



j^TGC'IGUGlU^GAGGAGOLlJlU^lV^^ 1640 

cagactgttctatatttgaaacttttgtttaaagaaagca 1680 

gtgtctcactggtitgtagctttcatgggttctgaactaag 1720 

tgtaatcatctcaccaaagctttttggctctcaaattaaa 1760 

gattgattagtLtt caaaaaaflRaaaaaRaaflag at ycyyu 1800 
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Fig. 11 A (con'O 



1810 1820 1830 1840 

qgc 1803 
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Fig. IIB 

Asp(D) 30 # cua Leu(L) 3 # uca Ser(S) 6 # guu Val(V) 6 

ugc cys{C) 26 # cue Leu(L) 11 # xicc Ser(S) 10 # Val(V) 29 

ugu Cys(C) 10 # cug Leu(L) 14 # ucg Ser(S) 5 # nnn ???(X) 0 

Cys(C) 36 # cuu Leu(L) 6 # ucu Ser{S) 5 # TOTAL 526 

caa Gln(Q) 7 # uua Leu{L) 4 # Ser(S) 43 # 

Created: WednescSay, my 5, 1999 10:19 AM 

Ligated 459225-5-482392 with Sac I{16a)&Eco RI(or Not I) 
Cloning site:5';Eco RI 3*;Nbt I Vector; pr7T3 pac. 



10 20 30 40 
» « ' ' t ' * ' ' ^ ' » « » t « 1 1 1 1 1 1 1 1 1 ■ 1 1 1 1 t I > 1 1 1 1 1 1 1 

^rSSETSPrrninr^jijiN '^t4j^N^^^y|yTrs^l\7D 80 

CPPEAC2DFRAQ^CSAH^^3VKHH^QFYE^^^^ 120 
IJ<03AKGTTLWELAPKVI^^ 160 
C3CI3^QLJGSTVKEIlaaGVC^03^ 200 

210 220 230 - 240 

SUUiVA/MFYGSRHIiyjVIJ<GPOT^^ 240 

T^q S ' it.M ' M .VTMqc^VnM JK^ Pt M ^ k H P MAf^PT .TADFTVKTR 280 
NSGSADSTVQFIFVQPIIHRWE^BIDFTl^^^ 320 
SAEXryiXRSNRVVADQ!fCHYYPENI^ 360 
ASDGVKQIMPyiXYHPLP^^ 400 
410 420 430 440 

VSCVEEDIQC^^^/ISVEEWKC^1XTP^ 440 

IA3EVgPCrvnx:X3QGLKYR^ 480 

HIKEIX:iVPTPCYkPKi3aiPVEAKL^^ 520 
SEEPS. 526 



11074A2_IA> 
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^^^^^^^^^^?^^t!^f!f!!^f!f^^ 240 
F^A^PSa»GPCI^^^ 320 



G^^^^fT^'J^ZS^WiiJSja^ 480 



* * - «1 — ► Spacer domain 

800 



Fig. 13 
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b 

JCII^/KTLTWILSLIMRSSEFHSDHHI^/SSQE^ gO 

— ♦ * 

AVSKL^FKLSAi^GK^2^X^^^LTL^7I^^ j^gQ 

— o . 

* * * * * 

r T * * * I— ►Dis * * * 

IP ^rHZVHbgQ^IKDg lCa^SCg^ 480 
■* * * * * ^ . 



* ♦ * * * * ★ 

GTIJOQrIG^^IZI<GWZYQ^ 560 

TDPCP M3SSDFR£KQCADFn^MPFRGK^^ 640 

★ « •* — ^Spacer domain . 

I^lV^SCnmCSDARHITCE^Va^ .720 

N3AWm>gRKrUV?G^ 800 
* ★ tt ^ * 

wsEcsa2T::ft3gK^g^^PI0RAaMKI^^ 860 
C 

l^iPGSPSe^PP^FLlI^I'U.UJLCPd^^ 80 

' • .* * . 

FCTiQVl^£li^F^^LTA^l2HIXAPG^^^ 160 

EDyFIZPLi}SAPARP3IAQPHWYKRQAPS^L^ 240 

EKW^/grL\A;M»vW4VgVT^ vmr . vr t .mPTTnr .■p rrrHwanvrrr 320 



* * ★ ..Dis ^ 5;^ 

YSAfCEi>ctnvA:HiiJM:::s> ^ ^ 560 

♦ * ♦ * * * * 

^ * ♦ * ★ ♦ 4 — ►Spacer domain 

MQflS^JDM^\ / ] Xit^ c>jJJSGA^gI)FPG^OG^^SS^O^ V^ ^ hxA HGLGYVDVGLIPA 720 

GGSRGGVPRPSTLiGlS?.PGGVS?GSVTEB3SEPGPPAAAST^^ 880 

PRIJTOLLFOESNPGVTOSym^ 960 
* * * * 

ORTIGLEVC FSESQFSICEMRIAIAIJCPPi'i^^^ 997 

Fig. 13 (con't) 
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adamaiysin II 
atrolysin A 

hADAM-9 
hADAM-10 
HAD AM- 15 
hADAM-17 
inADAM-19 



HELGHNLGME HD 
HELGHNLGMV HD 

HELGHNLGMNHD 
HEVGHNFGS P HD 
HELGHS LGLD HD 
HELGHNFGA E HD 
HEIGHNFGMSHD 



mADAM-TSl 

hADAM.TS2 

hADAM-TS3 

hADAM-TS4 

mADAM-TS5 

hADAM-TS6 

hADAM-TS? 



HELGHVFNMP HD 
HETGHVLGME HD 
HETGHVLGMEHD 
HELGHVFNML HD 
HEIGHL LG LS HD 
HEIVHN FGMNHD 
HELGHSFGIQHD 



mADAM-TSl 

KADAM-TS2 

hADAM.TS3 

hADAM.TS4 

hADAM-TS5 

hADAM-TS6 . 

hADAM-TS7 

mADAM-TSl 
hADAM-TS2 
hADAM-TS3 
hADAM-TS4 
hADAM-TS5 
hADAM-TS6 
hADAM-TS7 

mADAM-TSl 
hADAM-TS2 
hADAM-TS3 
hADAM-TS4 
hADAM-TS5 
hADAM.TS6 
hADAM-TS7 




Fig. 13 (con't) 
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FIGURE 16 

I^ISSCFvv\R2\MRSPSPPAWTTroH^ 40 

GAAPRfiGC2iSRS/?PLIjQSGLjASTHFI^^ 80 

SVEYWTRBS^^RAARPKCLYAGHIjQQQ^ 120 

GGU^SLIVMDEEZYLIEPIi^PK^ 160 

SSIJ^HPHLOEAaSVI^EE<i:^^ 200 

EIERGQPGLKRSVSRER^A/EIIAA/ADE(^^^^ 240 

' YVIAMvm/^^ 280 

IlHiAGKSiI3SPa<W2KSIV^ 320 

VLITRyDICTYK^3KPGGTLCS^^ 360 

AATSVHHCHEZGHirayiNHDGVC^^ 400 

riMKINPFWSSCNRITOT 440 

YPIVAK3QAYIW)BQCRPX2H3VK^ 480 

KSmcm^IJPAABGTlJCQI^ 520 

HSVDGAIftGtVTOEWSDCSRK^^ 560 
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FIGURE 16 (continued) 
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FIGURE 16 (continued) 
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FIGURE 16 (continued) 
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FIGURE 16 (continued) 
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FIGURE 17 



Molecular Wei^t 216301 ,30- Daltons 
1934 Amino Ptias 

234 Strongly Basic (+) Atnino Acids {K,R) 
216 Strongly Acidic (-) Amino Acids (D,E) 

477 Hydrophobic Amino Acids {A,I,L,F,W^V) 
657 Polar Amino Acids (N,C,Q,S,T,Y) 

7.734 Isolectric Point 

24.102 Charge at PH 7.0 
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ARKWSERINLAGDVAAI^JSGI^^ 300 

AII^IRMS/SYHGENLjQHYIL^^ 360 
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AICV1^7n5MDVUX)SKC^ 1080 

GEDRIJSlEDR10DPE7IKPTS^^^ 1140 
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FIGURE 17 fcontiiiued) 
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FIGURE 17 (continued) 
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FIGURE 17 (continued) 
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FIGURE 17 (continued) 
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FIGURE 17 (continued) 
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FIGURE 17 (continued) 
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SEQUENCE LISTING 

<110> Apte, Suneel 

Hurskainen, Tiina L. 
5 Hirohata, Satoshi 

<120> Nucleic Acids Encoding Zinc Metalloproteases 

<130> 26473-04007 

10 

<140> 09/369,364 
<141> 1999-08-06 

<160> 26 

15 

<170> Patentin Ver. 2.1 

<210> 1 

<211> 3002 

20 <212> DNA 

<213> mus musculus ADAMTS-5 

<220> 
<221> CDS 
25 <222> (18) . . (2810) 

<400> 1 

ccggcgggca gcgcact atg egg etc gag tgg gcg tec ttg ttg ctg eta 
Met Arg Leu Glu Trp Ala Ser Leu Leu Leu Leu 
30 1 5 10 



cat aat ata gac caa etc tac tet ggc ggt ggc aaa gtg ggc tac ett 
His Asn He Asp Gin Leu Tyr Ser Gly Gly Gly Lys Val Gly Tyr Leu 
50 80 85 90 



ggc age cot cga tec eta get gtc ttt gac etc tge ggg ggt etc gat 
65 Gly Ser Pro Arg Ser Leu Ala Val Phe Asp Leu Cys Gly Gly Leu Asp 
140 145 150 155 



50 



98 



ctg ctg ctg ctg age gcg tec tgc ctg tec ctg gee get gac age eec 

Leu Leu Leu Leu Ser Ala Ser Cys Leu Ser Leu Ala Ala Asp Ser Pro 

15 20 25 

35 

gcc gcg gca cct gee cag gat aaa acc agg cag cet cag get gca gea 146 

Ala Ala Ala Pro Ala Gin Asp Lys Thr Arg Gin Pro Gin Ala Ala Ala 

30 35 40 

4 0 gcg gee gee gag ccg gac cag ccg cag ggg gag gaa aca egg gag cga 194 

Ala Ala Ala Glu Pro Asp Gin Pro Gin Gly Glu Glu Thr Arg Glu Arg 

45 50 55 

ggc cat tta caa eec ttg gee ggg cag ege agg age ggc ggg ctg gtc 242 
45 Gly His Leu Gin Pro Leu Ala Gly Gin Arg Arg Ser Gly Gly Leu Val 

60 65 70 75 



290 



gtc tac gcg ggc ggc egg agg ttc ctg ctg gac ctg gag aga gat gac 338 

Val Tyr Ala Gly Gly Arg Arg Phe Leu Leu Asp Leu Glu Arg Asp Asp 
95 100 105 

.55 

aca gtg ggt get get ggc age ate gtt act gca gga gga ggg ctg age 3 86 

Thr Val Gly Ala Ala Gly Ser He Val Thr Ala Gly Gly Gly Leu Ser 
110 115 120 

60 gea tee tet ggc eac egg ggt eac tgt ^^tte tac aga ggc ace gtg gac 434 
Ala Ser Ser Gly His Arg Gly His Cys Phe Tyr Arg Gly Thr Val Asp 
125 130 135 



482 
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ggc ttc ctt gca gtc aag cat gcg 
Gly Phe Phe Ala Val Lys His Ala 
160 

5 

cgc ggg tec tgg gca gag tat gaa 
Arg Gly Ser Trp Ala Glu Tyr Glu 
175 

10 cgc ate ctg cat gtc tac aac cgc 
Arg lie Leu His Val Tyr Asn Arg 
190 195 



cgc tac act eta aag cca etc ctg 
Arg Tyr Thr Leu Lys Pro Leu Leu 
165 170 

cga att tat ggg gat gga tct tec 
Arg lie Tyr Gly Asp Gly Ser Ser 
180 185 

gag ggc ttt age ttc gag gee ctg 
Glu Gly Phe Ser Phe Glu Ala Leu 
200 



ccg cca cgc gee agt 
15 Pro Pro Arg Ala Ser 
205 

gag age ccc teg gtg 
Glu Ser Pro Ser Val 
20 220 



tgc gag act cct gca 
Cys Glu Thr Pro Ala 
210 

cac agt aga tct agg 
His Ser Arg Ser Arg 
225 



tec cca tct ggg ccc caa 
Ser Pro Ser Gly Pro Gin 
215 

aga cgc tea gcg ctg gee 
Arg Arg Ser Ala Leu Ala 
230 235 



ccg cag ctg ctg gac cac tea get 
Pro Gin Leu Leu Asp His Ser Ala 
240 

25 

cct cag act tgg tgg agg cgt agg 
Pro Gin Thr Trp Trp Arg Arg Arg 
255 



ttc teg cca tct ggg aac gcg gga 
Phe Ser Pro Ser Gly Asn Ala Gly 
245 250 

cgc cgt tec ate tec agg gee cgc 
Arg Arg Ser lie Ser Arg Ala Arg 
260 265 



30 cag gtg gag etc etc ttg gtg get gac teg tec atg gee agg atg tat 
Gin Val Glu Leu Leu Leu Val Ala Asp Ser Ser Met Ala Arg Met Tyr 
270 275 280 

ggg egg ggc ctg cag cat tac ctg ctg ace atg gee tec ate gee aac 
35 Gly Arg Gly Leu Gin His Tyr Leu Leu Thr Met Ala Ser lie Ala Asn 
285 290 , 295 

agg ctg tac agt cat gca age att gag aac cac ate cgc ctg gcg gtg 
Arg Leu Tyr Ser His Ala Ser lie Glu Asn His lie Arg Leu Ala Val 
40 300 305 310 315 

gtg aag gtg gtg gtg ctg aeg gac aag gac acg agt ctg gag gtg age 

Val Lys Val Val Val Leu Thr Asp Lys Asp Thr Ser Leu Glu Val Ser 

320 325 330 

45 

aag aat gcg gee acg ace etc aag aac ttt tgc aaa tgg cag cac caa 

Lys Asn Ala Ala Thr Thr Leu Lys Asn Phe Cys Lys Trp Gin His Gin 

335 340 345 

50 cat aac cag eta ggg gat gat cac gaa gag cac tac gat gca gcc ate 
His Asn Gin Leu Gly Asp Asp His Glu Glu His Tyr Asp Ala Ala lie 
350 355 360 



Ctg ttc ace cga gag 
55 Leu Phe Thr Arg Glu 
365 

gga atg gca gac gtt 
Gly Met Ala Asp Val 
60 380 

gtg att gaa gat gat 
Val lie Glu Asp Asp 
400 

65 

att ggg cat eta ctt 



gat tta tgt ggg cat 
Asp Leu Cys Gly His 
370 

ggg acc ata tgt tct 
Gly Thr lie Cys Ser 
385 

ggc etc cat gca gcc 
Gly Leu His Ala Ala 
405 

ggc ctt tct cat gac 



cat tea tgt gac acc ctg 
His Ser Cys Asp Thr Leu 
375 

ccg gag cgc age tgt gca 
Pro Glu Arg Ser Cys Ala 
390 395 

ttc act gtg get cat gaa 
Phe Thr Val Ala His Glu 
410 

gat tec aaa ttc tgt gaa 



530 



578 



626 



674 



722 

110 



818 



866 



914 



962 



1010 



1058 



1106 



1154 



1202 



1250 



1298 
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lie Gly His Leu Leu Gly Leu Ser His Asp Asp Ser Lys Phe Cys Glu 
415 420 425 

gag aac ttc ggt act aca gaa gac aag cgt tta atg tct tea ate ctt 1346 
5 Glu Asn Phe Gly Thr Thr Glu Asp Lys Arg Leu Met Ser Ser lie Leu" 
430 435 440 

acc age ate gat gca tec aag ccc tgg tec aaa tgc acg tea gee acc 1394 
Thr Ser lie Asp Ala Ser Lys Pro Trp Ser Lys Cys Thr Ser Ala Thr 
10 445 450 .455 

ate aea gaa ttc ctg gat gat ggt eat ggt aat tgt ttg eta gac eta 1442 

He Thr Glu Phe Leu Asp Asp Gly His Gly Asn Cys Leu Leu Asp Leu 
460 465 470 475 

15 

cea egg aag cag att ttg ggt ccc gag gaa etc eca gga cag ace tac 14 90 

Pro Arg Lys Gin He Leu Gly Pro Glu Glu Leu Pro Gly Gin Thr Tyr 
480 485 490 

2 0 gat gee ace cag cag tgc aac ttg aca ttt ggg cet gag tac teg gtg 1538 
Asp Ala Thr Gin Gin Cys Asn Leu Thr Phe Gly Pro Glu Tyr Ser Val 
495 500 505 

tgc cct ggc atg gat gtc tgt gcg egg ctg tgg tgt get gtg gtg cgc 1586 
25 Cys Pro Gly Met Asp Val Cys Ala Arg Leu Trp Cys Ala Val Val Arg 
510 515 520 

caa ggc caa atg gtg tgt ctg acc aag aag ctg ccg get gtg gag ggc 1634 
Gin Gly Gin Met Val Cys Leu Thr Lys Lys Leu Pro Ala Val Glu Gly 
30 525 530 535 

act ccc tgt ggg aag gga aga gtc tgc ctt caa ggc aaa tgt gtg gac 1682 

Thr Pro Cys Gly Lys Gly Arg Val Cys Leu Gin Gly Lys Cys Val Asp 

540 545 550 555 

35 

aaa act aag aaa aaa tat tac teg aca tea age cat gga aat tgg ggg 1730 

Lys Thr Lys Lys Lys Tyr Tyr Ser Thr Ser Ser His Gly Asn Trp Gly 
560 565 570 

4 0 tec tgg ggc ccc tgg ggt cag tgt tct cgc tea tgc ggg gga gga gtg 1778 
Ser Trp Gly Pro Trp Gly Gin Cys Ser Arg Ser Cys Gly Gly Gly Val 
575 580 585 

cag ttt gee tac cgc cat tgt aat aac cct gca cct cga aac agt ggc 1826 
4 5 Gin Phe Ala Tyr Arg His Cys Asn Asn Pro Ala Pro Arg Asn Ser Gly 
590 595 600 

cgc tac tgc aea ggg aag agg gee ata tac cgt tec tgc agt gtt aca 1874 
Arg Tyr Cys Thr Gly Lys Arg Ala He Tyr Arg Ser Cys Ser Val Thr 
50 605 610 615 

ccc tgc eca ccc aat ggt aaa tct ttt cgc cat gag cag tgt gaa gee 1922 

Pro Cys Pro Pro Asn Gly Lys Ser Phe Arg His Glu Gin Cys Glu Ala 
620 625 630 635 

55 

aaa aat ggc tat cag tct gat gca aaa gga gtc aaa aca ttt gta gaa 1970 

Lys Asn Gly Tyr Gin Ser Asp Ala Lys Gly Val Lys Thr Phe Val Glu 
' 640 645 650 

60 tgg gtt ccc aaa tat gca ggt gtc ctg ccg gca gat gtg tgc aag ctt 2018 
Trp Val Pro Lys Tyr Ala Gly Val Leu Pro Ala Asp Val Cys Lys Leu 
655 660 665 

acc tgc aga get aag ggc aca ggc tac tat gtg gtc ttt tct eca aag 2066 
65 Thr Cys Arg Ala Lys Gly Thr Gly Tyr Tyr Val Val Phe Ser Pro Lys 
670 675 680 
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gtt acg gat ggg act gaa tgc agg ccg tac age aac tct gtg tgt gtc 2114 
Val Thr Asp Gly Thr Glu Cys Arg Pro Tyr Ser Asn Ser Val Cys Val 
685 690 695 

5 

cga gga egg tgt gtg aga act gga tgt gac gge att att ggc tea aag 2162 
Arg Gly Arg Cys Val Arg Thr Gly Cys Asp Gly He He Gly Ser Lys 
700 705 710 715 

10 eta caa tat gac aag tgt gga gtg tgc gga ggg gat aac tee agt tgt 2210 
Leu Gin Tyr Asp Lys Cys Gly Val Cys Gly Gly Asp Asn Ser Ser Cys 
720 725 730 

aca aag att ate gga ace ttc aat aaa aaa age aag ggt tat act gac 2258 
15 Thr Lys He He Gly Thr Phe Asn Lys Lys Ser Lys Gly Tyr Thr Asp 
735 740 745 

gtt gtg agg ate ect gaa gga gca ace cac ata aaa gtc cga cag ttc 2306 
Val Val Arg He Pro Glu Gly Ala Thr His He Lys Val Arg Gin Phe 
20 750 755 760 

aaa gee aaa gac cag act aga ttc ect gee tac tta gee ctg aag aag 2354 
Lys Ala Lys Asp Gin Thr Arg Phe Pro Ala Tyr Leu Ala Leu Lys Lys 
765 770 775 

25 

aaa act ggc gag tac ett ate aat ggc aag tac atg att tec act tea 2402 
Lys Thr Gly Glu Tyr Leu He Asn Gly Lys Tyr Met He Ser Thr Ser 
780 785 790 795 

30 gag acc ate ate gac ate aat ggt ace gtc atg aac tac agt gga tgg 2450 
Glu Thr He He Asp He Asn Gly Thr Val Met Asn Tyr Ser Gly Trp 
800 805 810 

age cac aga gat gat ttt tta cat ggg atg ggc tat tea gee aca aaa 2498 
35 Ser His Arg Asp Asp Phe Leu His Gly Met Gly Tyr Ser Ala Thr Lys 
815 820 825 

gaa ate ctg ate gtg cag ate ett gee aca gac cea act aaa gcg eta 2546 
Glu He Leu He Val Gin He Leu Ala Thr Asp Pro Thr Lys Ala Leu 
40 830 835 840 

ggc gtc cgt tac age ttt ttt gtt cec aag aag acc act caa aaa gta 2594 

Gly Val Arg Tyr Ser Phe Phe Val Pro Lys Lys Thr Thr Gin Lys Val 
845 850 855 

45 

aac tct gtc ate age cat ggc age aac aag gtg gga cca cac tct aca 2642 

Asn Ser Val He Ser His Gly Ser Asn Lys Val Gly Pro His Ser Thr 

860 865 870 875 

50 cag ctg cag tgg gtg aca ggt cea tgg ctg gee tgc tec agg acc tgt 2690 
Gin Leu Gin Trp Val Thr Gly Pro Trp Leu Ala Cys Ser Arg Thr Cys 
880 885 890 

gac aca ggc tgg cac act agg ace gtg cag tgc cag gat gga aac agg 2738 
55 Asp Thr Gly Trp His Thr Arg Thr Val Gin Cys Gin Asp Gly Asn Arg 
895 900 905 

aaa tta get aaa gga tgc ett etc tct cag agg ect tct gca ttt aag 2786 
Lys Leu Ala Lys Gly Cys Leu Leu Ser Gin Arg Pro Ser Ala Phe Lys 
60 910 915 920 

caa tgt ctg ctg aag aaa tgt tag cctgtggttt actctaatgc acaaaaaaac 284 0 
Gin Cys Leu Leu Lys Lys Cys 
925 930 

65 

aacaggagga tcatcgcaga tacagctgtg gtgaagacaa ggcctaccca aagcacagaa 2900 
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agtcatgcct tcatgtcatt gtcaccacga gtcgaattat gggcagaatc tgctctctgc 2960 
gaccaaaagg tttactctac ttggtgaatg atggtaccgt ga 3002 

5 

<210> 2 
<211> 930 
<212> PRT 
10 <213> mus musculus ADAMTS-5 



<400> 2 





Met 


Arg 


Leu 


Glu 


Trp 


Ala 


Ser 


Leu 


Leu 


Leu 


Leu 


Leu 


Leu 


Leu 


Leu 


Ser 




1 






5 










10 










15 




15 


Ala 


Ser 


Cys 


Leu 
20 


Ser 


Leu 


Ala 


Ala 


Asp 
25 


Ser 


Pro 


Ala 


Ala 


Ala 
30 


Pro 


Ala 




Gin Asp 


Lys 


Thr 


Arg 


Gin 


Pro 


Gin 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Glu 


Pro 








35 










40 










45 










Asp 


Gin 


Pro 


Gin 


Gly 


Glu 


Glu 


Thr 


Arg 


Glu 


Arg 


Gly His 


Leu 


Gin 


Pro 


20 




50 










55 










60 












Leu 


Ala 


Gly Gin 


Arg 


Arg 


Ser 


Gly 


Gly 


Leu 


Val 


His 


Asn 


He Asp Gin 




65 










70 










75 










80 




Leu 


Tyr 


Ser 


Gly 


Gly 


Gly 


Lys 


Val 


Gly 


Tyr 


Leu 


Val 


Tyr 


Ala 


Gly Gly 












85 










90 










95 




25 


Arg 


Arg 


Phe 


Leu 


Leu 


Asp 


Leu 


Glu 


Arg 


Asp 


Asp 


Thr 


val 


Gly Ala Ala 










100 










105 










110 








Gly 


Ser 


He 
115 


Val 


Thr 


Ala 


Gly 


Gly 
120 


Gly 


Leu 


Ser 


Ala 


Ser 
125 


Ser 


Gly 


His 




Arg 


Gly 


His 


Cys 


Phe 


Tyr 


Arg 


Gly 


Thr 


Val 


Asp 


Gly Ser 


Pro 


Arg 


Ser 


30 




130 










135 










140 












Leu 


Ala 


Val 


Phe 


Asp 


Leu 


Cys 


Gly 


Gly 


Leu 


Asp 


Gly 


Phe 


Phe 


Ala 


Val 




145 










150 










155 










160 




Lys 


His 


Ala 


Arg 


Tyr 


Thr 


Leu 


Lys 


Pro 


Leu 


Leu 


Arg Gly Ser 


Trp 


Ala 












165 










170 










175 




35 


Glu 


Tyr 


Glu 


Arg 
180 


lie 


Tyr 


Gly 


Asp 


Gly 
185 


Ser 


Ser 


Arg 


He 


Leu 
190 


His 


Val 




Tyr 


Asn 


Arg 


Glu 


Gly 


Phe 


Ser 


Phe 


Glu 


Ala 


Leu 


Pro 


Pro Arg 


Ala 


Ser 








195 










200 










205 










Cys 


Glu 


Thr 


Pro 


Ala 


Ser 


Pro 


Ser 


Gly 


Pro 


Gin 


Glu 


Ser 


Pro 


Ser 


Val 


40 




210 










215 










220 












His 


Ser 


Arg 


Ser 


Arg 


Arg 


Arg 


Ser 


Ala 


Leu 


Ala 


Pro 


Gin 


Leu 


Leu 


Asp 




225 










230 










235 










240 




His 


Ser 


Ala 


Phe 


Ser 


Pro 


Ser 


Glv 


Asn 


Ala 


Glv 


Pro 


Gin 


Thr Trp Trp 












245 










250 










255 




45 


Arg 


Arg 


Arg 


Arg 
260 


Arg 


Ser 


He 


Ser 


Arg 
265 


Ala 


Arg 


Gin 


Val 


Glu 
270 


Leu 


Leu 




Leu 


Val 


Ala 


Asp 


Ser 


Ser 


Met 


Ala 


Arg 


Met 


Tyr 


Gly Arg 


Gly 


Leu 


Gin 








275 










280 










265 










His 


Tyr 


Leu 


Leu 


Thr 


Met 


Ala 


Ser 


He 


Ala 


Asn 


Arg 


Leu 


Tyr 


Ser 


His 


50 




290 










295 










300 












Ala 


Ser 


He 


Glu 


Asn 


His 


He 


Arg 


Leu 


Ala 


Val 


Val 


Lys 


Val 


Val 


Val 




305 










310 










315 










320 




Leu 


Thr 


Asp 


Lys 


Asp 
325 


Thr 


Ser 


Leu 


Glu 


Val 

330 


Ser 


Lys 


Asn 


Ala 


Ala 

335 


Thr 


55 


Thr 


Leu 


Lys 


Asn 
340 


Phe 


Cys 


Lys 


Trp 


Gin 
345 


His 


Gin 


His 


Asn 


Gin 
350 


Leu 


Gly 




Asp 


Asp 


His 
355 


Glu 


Glu 


His 


Tyr 


Asp 
360 


Ala 


Ala 


He 


Leu 


Phe 
365 


Thr 


Arg 


Glu 




Asp 


Leu 


Cys 


Gly 


His' 


His 


Ser 


Cys 


Asp 


Thr 


Leu 


Gly 


Met 


Ala 


Asp 


Val 


60 




370 










375 










380 












Gly 


Thr 


He 


Cys 


Ser 


Pro 


Glu 


Arg 


Ser 


Cys 


Ala 


Val 


He 


Glu 


Asp Asp 




385 










390 










395 










400 




Gly 


Leu 


His 


Ala 


Ala 


Phe 


Thr 


Val 


Ala 


His 


Glu 


He Gly His 


Leu 


Leu 










405 










410 










415 




65 


Gly 


Leu 


Ser 


His 


Asp 


Asp 


Ser 


Lys 


Phe 


Cys 


Glu 


Glu 


Asn 


Phe 


Gly Thr 



420 425 430 
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Thr Glu Asp Lys Arg Leu Met Ser Ser lie Leu Thr Ser lie Asp Ala 

435 440 445 

Ser Lys Pro Trp Ser Lys Cys Thr Ser Ala Thr lie Thr Glu Phe Leu 
450 455 460 

5 Asp Asp Gly His Gly Asn Cys Leu Leu Asp Leu Pro Arg Lys Gin lie 
465 470 475 480 

Leu Gly Pro Glu Glu Leu Pro Gly Gin Thr Tyr Asp Ala Thr Gin Gin 

485 490 495 

Cys Asn Leu Thr Phe Gly Pro Glu Tyr Ser Val Cys Pro Gly Met Asp 
10 500 505 510 

Val Cys Ala Arg Leu Trp Cys Ala Val Val Arg Gin Gly Gin Met Val 

515 520 525 

Cys Leu Thr Lys Lys Leu Pro Ala Val Glu Gly Thr Pro Cys Gly Lys 
530 535 540 

15 Gly Arg Val Cys Leu Gin Gly Lys Cys Val Asp Lys Thr Lys Lys Lys 
545 550 555 560 

Tyr Tyr Ser Thr Ser Ser His Gly Asn Trp Gly Ser Trp Gly Pro Trp 

565 570 575 

Gly Gin Cys Ser Arg Ser Cys Gly Gly Gly Val Gin Phe Ala Tyr Arg 
20 580 585 590 

His Cys Asn Asn Pro Ala Pro Arg Asn Ser Gly Arg Tyr Cys Thr Gly 

595 600 605 

Lys Arg Ala lie Tyr Arg Ser Cys Ser Val Thr Pro Cys Pro Pro Asn 
610 615 620 

25 Gly Lys Ser Phe Arg His Glu Gin Cys Glu Ala Lys Asn Gly Tyr Gin 
625 630 635 640 

Ser Asp Ala Lys Gly Val Lys Thr Phe Val Glu Trp Val Pro Lys Tyr 

645 650 655 

Ala Gly Val Leu Pro Ala Asp Val Cys Lys Leu Thr Cys Arg Ala Lys 
30 660 665 670 

Gly Thr Gly Tyr Tyr Val Val Phe Ser Pro Lys Val Thr Asp Gly Thr 

675 680 685 

Glu Cys Arg Pro Tyr Ser Asn Ser Val Cys Val Arg Gly Arg Cys Val 
690 695 700 

3 5 Arg Thr Gly Cys Asp Gly He He Gly Ser Lys Leu Gin Tyr Asp Lys 

705 710 715 720 

Cys Gly Val Cys Gly Gly Asp Asn Ser Ser Cys Thr Lys He He Gly 

725 730 735 

Thr Phe Asn Lys Lys Ser Lys Gly Tyr Thr Asp Val Val Arg He Pro 
40 740 745 750 

Glu Gly Ala Thr His He Lys Val Arg Gin Phe Lys Ala Lys Asp Gin 

755 760 765 

Thr Arg Phe Pro Ala Tyr Leu Ala Leu Lys Lys Lys Thr Gly Glu Tyr 
770 775 780 

4 5 Leu He Asn Gly Lys Tyr Met He Ser Thr Ser Glu Thr He He Asp 

785 790 795 800 

He Asn Gly Thr Val Met Asn Tyr Ser Gly Trp Ser His Arg Asp Asp 

805 810 815 

Phe Leu His Gly Met Gly Tyr Ser Ala Thr Lys Glu He Leu He Val 
50 820 825 830 

Gin He Leu Ala Thr Asp Pro Thr Lys Ala Leu Gly Val Arg Tyr Ser 

835 840 845 

Phe Phe Val Pro Lys Lys Thr Thr Gin Lys Val Asn Ser Val He Ser 
850 855 . 860 

55 His Gly Ser Asn Lys Val Gly Pro His Ser Thr Gin Leu Gin Trp Val 
865 870 875 880 

Thr Gly Pro Trp Leu Ala Cys Ser Arg Thr Cys Asp Thr Gly Trp His 

885 890 895 

Thr Arg Thr Val Gin Cys Gin Asp Gly Asn Arg Lys Leu Ala Lys Gly 
60 900 905 910 

Cys Leu Leu Ser Gin Arg Pro Ser Ala Phe Lys Gin Cys Leu Leu Lys 
915 920 925 

Lys Cys 
930 

65 
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<210> 3 
<211> 1520 
<212> DNA 
5 <213> homo sapiens ADAMTS-5 



<400> 3 

ggacatttac 

acagaagata 

10 tccaaatgca 
ctggacctac 
gccacccagc 
gtctgtgctc 
gagtgcagtt 

15 gcacagggaa 
aatcatttcg 
tcaaaaccct 
agctgacctg 
atggcactga 

20 ctggctgtga 
gagacaactc 
ctgacgtggt 
aagaccagac 
tcaatggaaa 

25 tgaactatag 
cgaaggaaat 
gttatagctt 
gcagcaataa 
cctgctctag 

30 accggaagtt 
tgtcgaagaa 
cancacccgt 
taatgacatt 



ttggcctctc 
agcgcttaac 
cttcagccac 
cacgaaagca 
agtgcaacct 
gcctgtggtg 
tgcctatcgt 
gagggccatc 
tcatgaacag 
tgtggaatgg 
cagagccaag 
atgtaggccg 
cggcatcatt 
cagctgtaca 
gaggactcct 
tagattcact 
gtacatgatc 
cggttggagc 
tctaatagtg 
ttctgttccc 
agtgggatca 
gacctgtgac 
agcaaaagga 
atgttagcct 
gcaatcnngg 
gtcaaccagg 



ccacgacgat 
gtcttccatc 
catcacagaa 
gatcctgggc 
gacattcggg 
tgctgtggta 
cactgtaata 
taccactcct 
tgtgaggcca 
gttcccaaat 
ggcactggct 
tacagtaatt 
ggctcaaagc 
aagattgttg 
gaaggggcaa 
gcctatttag 
tccacttcag 
cacagggatg 
cagactcttg 
aagaagtcca 
cacacttcgc 
acaggttggc 
tgtcctctct 
gtgggttatg 
tgaacaggaa 



tccaaattct 
cttaccagca 
ttcctggatg 
cccgaagaac 
cctgagtact 
cgccagggcc 
accctgctcc 
gcagtctcat 
aaaatggcta 
atgcaggtgt 
actatgtggt 
ccgtctgcgt 
tgcagtatga 
gaacctttaa 
cccacataaa 
ccctgaaaaa 
agactatcat 
acttcctgca 
caacagaccc 
ctccaaaagt 
agccgcagtg 
acaccagaac 
cccaaaggcc 
atcttattgc 
ggccacctta 



gtgaagagac 
ttgatgcatc 
atggccatgg 
tcccaggaca 
ccgtgtgtcc 
agatggtctg 
cagaaacaac 
gccctgccca 
tcagtctgat 
cctgccagcg 
attttctcca 
ccgggggaag 
caagtgcgga 
taagaaaagt 
agttcgacag 
gaaaaacggt 
tgacatcaat 
tggcatgggc 
cactaaacca 
aaactctgtc 
ggtcacgggc 
ggcgcagtgc 
ttctgcgttt 
acaaaagata 
acgcacagaa 



ctttggttcc 
taagccctgg 
taactgtttg 
gacctacgat 
cggcanggat 
tctgaccaag 
ggacgctact 
cccaatggta 
gcaaaaggag 
gatgtgtgca 
aaggtgaccg 
tgtgtgagaa 
gtatgtggag 
aagggttaca 
tccaaagcca 
gagtacctta 
ggaacagtca 
tactctgcca 
ttagatgtcc 
actagtcatg 
ccatggctcg 
caggatggaa 
aagcaatgct 
ctggaggatt 
agccatgctt 



60 

120 

180 

240 

300 

360 

420 

480 

540 

600 

660 

720 

780 

840 

900 

960 

1020 

1080 

1140 

1200 

1260 

1320 

1380 

1440 

1500 

1520 



35 



40 



<210> 4 
<211> 2848 
<212> DNA 

<213> Homo sapiens ADAMTS-6 

<220> 

<221> CDS 

<222> (22) . . (2601) 



45 <220> 

<221> misc_feature 
<222> (1369) . . (1371) 



<400> 4 

50 aatcatccag ttttctaaat t atg gaa act ttg tgg aag acg ttg acc tgg 

Met Glu lie Leu Trp Lys Thr Leu Thr Trp 

15 10 



51 



att ttg age etc ate atg get tea teg gaa ttt cat agt gac cac agg 99 
55 lie Leu Ser Leu lie Met Ala Ser Ser Glu Phe His Ser Asp His Arg 

15 20 25 



ctt tea tac agt tet caa gag gaa ttc ctg act tat ett gaa eae tac 
Leu Ser Tyr Ser Ser Gin Glu Glu Phe Leu Thr Tyr Leu Glu His Tyr 
60 30 35 40 . 



147 



cag eta act att cca ata agg gtt gat caa aat gga gca ttt etc age 
Gin Leu Thr lie Pro lie Arg Val Asp Gin Asn Gly Ala Phe Leu Ser 
45 50 55 



65 



195 



ttt act gtg aaa aat gat aaa cac tea agg aga aga egg agt atg gac 24 3 
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Phe Thr Val Lys Asn Asp Lys His Ser Arg Arg Arg Arg Ser Met Asp 
60 65 70 

cct att gat cca cag cag gca gta tct aag tta ttt ttt aaa ctt tea 291 
5 Pro lie Asp Pro Gin Gin Ala Val Ser Lys Leu Phe Phe Lys Leu Ser 
75 80 85 90 

gcc tat ggc aag cac ttt cat eta aac ttg act etc aac aca gat ttt 339 
Ala Tyr Gly Lys His Phe His Leu Asn Leu Thr Leu Asn Thr Asp Phe 
10 95 100 105 

gtg tec aaa cat ttt aca gta gaa tat tgg ggg aaa gat gga eec cag 387 

Val Ser Lys His Phe Thr Val Glu Tyr Trp Gly Lys Asp Gly Pro Gin 

110 115 120 

15 

tgg aaa eat gat ttt tta gac aac tgt cat tae aca gga tat ttg caa 435 

Trp Lys His Asp Phe Leu Asp Asn Cys His Tyr Thr Gly Tyr Leu Gin 
125 130 135 

20 gat caa egt agt aca act aaa gtg get tta age aac tgt gtt ggg ttg 483 
Asp Gin Arg Ser Thr Thr Lys Val Ala Leu Ser Asn Cys Val Gly Leu 
140 145 ISO 

cat ggt gtt att get aca gaa gat gaa gag tat ttt ate gaa eet tta 531 
25 His Gly Val lie Ala Thr Glu Asp Glu Glu Tyr Phe lie Glu Pro Leu 
155 160 165 170 

aag aat ace aca gag gat tec aag cat ttt agt tat gaa aat ggc cac 579 
Lys Asn Thr Thr Glu Asp Ser Lys His Phe Ser Tyr Glu Asn Gly His 
30 175 180 185 

cct cat gtt att tac aaa aag tct gcc ctt caa caa cga cat ctg tat 627 

Pro His Val lie Tyr Lys Lys Ser Ala Leu Gin Gin Arg His Leu Tyr 
190 195 200 

35 

gat cac tct cat tgt ggg gtt teg gat ttc aca aga agt ggc aaa cct 675 

Asp His Ser His Cys Gly Val Ser Asp Phe Thr Arg Ser Gly Lys Pro 

205 210 215 

40 tgg tgg ctg aat gac act cca ctg ttt ctt att cac tac caa att aac 723 
Trp Trp Leu Asn Asp Thr Pro Leu Phe Leu lie His Tyr Gin lie Asn 
220 225 230 

aac aca cat ate cac cac aga cag aag aga tea gtg age att gaa egg 771 
45 Asn Thr His Zle His His Arg Gin Lys Arg Ser Val Ser lie Glu Arg 
235 240 245 250 

ttt gtg gag aca ttg gta gtg gca gac aaa atg atg gtg ggc tae eat 819 
Phe Val Glu Thr Leu Val Val Ala Asp Lys Met Met Val Gly Tyr His 
50 255 260 265 

ggc cgc aaa gac att gaa cat tac att ttg agt gtg atg aat att gtt 867 

Gly Arg Lys Asp lie Glu His Tyr lie Leu Ser Val Met Asn lie Val 

270 275 280 

55 

gee aaa ctt tac egt gat tec age eta gga aac gtt gtg aat att ata 915 

Ala Lys Leu Tyr Arg Asp Ser Ser Leu Gly Asn Val Val Asn lie He 
285 290 295 

60 gtg gee cgc tta att gtt etc aca gaa gat cag cca aac ttg gag ata 963 
Val Ala AVg Leu lie Val Leu Thr Glu Asp Gin Pro Asn Leu Glu lie 
300 305 310 

aac cac cat gca gac aag tec etc gat age ttc tgt aaa tgg cag aaa 1011 
65 Asn His His Ala Asp Lys Ser Leu Asp Ser Phe Cys Lys Trp Gin Lys 
315 320 325 330 
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tec att etc tee cae caa agt gat gga aac ace att cca gaa aat ggg 1059 

Ser lie Leu Ser His Gin Ser Asp Gly Asn Thr He Pro Glu Asn Gly 

335 340 345 

5 

att gee cae cae gat aat gca gtt ctt att act aga tat gat ate tgc 1107 

He Ala His His Asp Asn Ala Val Leu He Thr Arg Tyr Asp He Cys 

350 355 360 

10 act tat aaa aat aag ccc tgt gga aca ctg ggc ttg gcc tct gtg get 1155 
Thr Tyr Lys Asn Lys Pro Cys Gly Thr Leu Gly Leu Ala Ser Val Ala 
365 370 375 

gga atg tgt gag cct gaa agg age tgc age att aat gaa gac att ggc 1203 
15 Gly Met Cys Glu Pro Glu Arg Ser Cys Ser He Asn Glu Asp He Gly 
380 385 390 

Ctg ggt tea get ttt ace att gca cat gag att gtt cac aat ttt ggt 1251 
Leu Gly Ser Ala Phe Thr He Ala His Glu He Val His Asn Phe Gly 
20 395 400 405 410 

atg aac cat gat gga att gga aat tct tgt gga cga aag gtc atg aag 12 99 

Met Asn His Asp Gly He Gly Asn Ser Cys Gly Arg Lys Val Met Lys 
415 420 425 

25 

cag caa aat tat ggc age tea cat tac tgc gaa tac caa tec ttt ttc 

Gin Gin Asn Tyr Gly Ser Ser His Tyr Cys Glu Tyr Gin Ser Phe Phe 
430 435 440 



agt cca gca cct teg gag gtg gaa aaa tat tgc ctt ggg gaa agg aaa 
55 Ser Pro Ala Pro Ser Glu Val Glu Lys Tyr Cys Leu Gly Glu Arg Lys 
540 545 550 



1347 



30 ctg gtc tgc ttg cag teg aga nta eat cac cag ctt ttt aga gaa gtg 1395 
Leu Val Cys Leu Gin Ser Arg Xaa His His Gin Leu Phe Arg Glu Val 
445 450 455 

tgt aga gag etc tgg tgt etc age aaa age aac cge tgt gtc ace aac 1443 
35 Cys Arg Glu Leu Trp Cys Leu Ser Lys Ser Asn Arg Cys Val Thr Asn 
460 465 470 

agt att cca gca get gag ggg aca ctg tgt caa act ggg aat att gaa 1491 
Ser He Pro Ala Ala Glu Gly Thr Leu Cys Gin Thr Gly Asn He Glu 
40 475 480 485 490 

aaa ggg tgg tgt tat cag gga gat tgt gtt cct ttt ggc act tgg ccc 1539 

Lys Gly Trp Cys Tyr Gin Gly Asp Cys Val Pro Phe Gly Thr Trp Pro 
495 500 505 

45 

cag age ata gat ggg ggc tgg ggt ccc tgg tea eta tgg gga gag tgc 1587 

Gin Ser He Asp Gly Gly Trp Gly Pro Trp Ser Leu Trp Gly Glu Cys 
510 515 520 

50 age agg ace tgc ggg gga ggc gtn tec tea tec eta aga cac tgt gac 163 5 
Ser Arg Thr Cys Gly Gly Gly Val Ser Ser Ser Leu Arg His Cys Asp 
525 530 535 



1683 



egg tat cge tee tgt aac aca gat cca tgc cct ttg ggt tec cga gat 1731 
Arg Tyr Arg Ser Cys Asn Thr Asp Pro Cys Pro Leu Gly Ser Arg Asp 
60 555 560 565 570 

ttt cga gag aaa cag tgt gca gac ttt gac aat atg cct ttc cga gga 1779 

Phe Arg Glu Lys Gin Cys Ala Asp Phe Asp Asn Met Pro Phe Arg Gly 
575 580 585 

65 

aag tat tat aac tgg aaa ccc tat act gga ggt ggg gta aaa cct tgt 1827 
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Lys Tyr Tyr Asn Trp Lys Pro Tyr Thr Gly Gly Gly Val Lys Pro Cys 
590 595 600 

gca tta aac tgc ttg get gaa ggt tat aat ttc tac act gaa cgt get 1875 
5 Ala Leu Asn Cys Leu Ala Glu Gly Tyr Asn Phe Tyr Thr Glu Arg Ala 
605 610 615 

cct gcg gtg ate gat ggg ace cag tge aat gcg gat tea etg gat ate 1923 
Pro Ala Val lie Asp Gly Thr Gin Cys Asn A.la Asp Ser Leu Asp lie 
10 620 625 630 

tge ate aat gga gaa tge aag eae gta ggc tgt gat aat att ttg gga 1971 

Cys lie Asn Gly Glu Cys Lys His Val Gly Cys Asp Asn lie Leu Gly 

635 640 645 650 

15 

tet gat get agg gaa gat aga tgt ega gtc tgt gga ggg ggc gga age 2019 

Ser Asp Ala Arg Glu Asp Arg Cys Arg Val Cys Gly Gly Gly Gly Ser 

655 660 665 

20 aca tgt gat gee att gaa ggg ttc ttc aat gat tea ctg cee agg gga 2067 
Thr Cys Asp Ala lie Glu Gly Phe Phe Asn Asp Ser Leu Pro Arg Gly 
670 675 680 

gge tae atg gaa gtg gtg eag ata eca aga gge tet gtt eae att gaa 2115 
25 Gly Tyr Met Glu Val Val Gin He Pro Arg Gly Ser Val His He Glu 
685 690 695 

gtt aga gaa gtt gee atg tea aag aac tat att get tta aaa tet gaa 2163 
Val Arg Glu Val Ala Met Ser Lys Asn Tyr He Ala Leu Lys Ser Glu 
30 700 705 710 

gga gat gat tae tat att aat ggt gee tgg act att gac tgg cct agg 2211 

Gly Asp Asp Tyr Tyr He Asn Gly Ala Trp Thr He Asp Trp Pro Arg 

715 720 725 730 

35 

aaa ttt gat gtt get ggg aca get ttt eat tac aag aga eca act gat 2259 

Lys Phe Asp Val Ala Gly Thr Ala Phe His Tyr Lys Arg Pro Thr Asp 

735 740 745 

40 gaa eca gaa tec ttg gaa get eta ggt cct ace tea gaa aat etc ate 2307 
Glu Pro Glu Ser Leu Glu Ala Leu Gly Pro Thr Ser Glu Asn Leu He 
750 755 760 

gtc atg gtt ctg ctt caa gaa cag aat ttg gga att agg tat aag ttc 2355 
4 5 Val Met Val Leu Leu Gin Glu Gin Asn Leu Gly He Arg Tyr Lys Phe 
765 770 775 

aat gtt ccc ate act ega act ggc agt gga gat aat gaa gtt ggc ttt 2403 
Asn Val Pro He Thr Arg Thr Gly Ser Gly Asp Asn Glu Val Gly Phe 
50 780 785 790 

aca tgg aat cat cag cct tgg tea gaa tgc tea get act tgt get gga 2451 

Thr Trp Asn His Gin Pro Trp Ser Glu Cys Ser Ala Thr Cys Ala Gly 

795 800 805 810 

55 

ggt aag atg ccc act agg cag ccc ace cag agg gca aga tgg aga aca 24 99 

Gly Lys Met Pro Thr Arg Gin Pro Thr Gin Arg Ala Arg Trp Arg Thr 
815 820 825 

60 aaa cac att ctg age tat get ttg tgt ttg tta aaa aag eta att gga 2547 
Lys His lie Leu Ser Tyr Ala Leu Cys Leu Leu Lys Lys Leu He Gly 
830 835 840 

aac att tet agg ttt get tea age tgt aat tta gca aaa gaa act ttg 2595 
65 Asn He Ser Arg Phe Ala Ser Ser Cys Asn Leu Ala Lys Glu Thr Leu 
845 850 855 
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ctt taa ttatattata ttccatttgt tttcaacctc atgtaatttg tgcagatttg 2651 
Leu 

860 

5 

ctggtaaaat acatctcggc acaatgagtg tctctgctgg tgcttctccc aagactatct 2711 
tgaaggtggg ctgtttgcct ttcgtgaaca. cattcttggt aaagaacatc aaaagtttta 2771 
10 aaaaagaaaa tgagcaagaa tcagacatca cagatgcaac ttcttgtaat gggagatgag 2831 
gagaatgtac ggctgtg 2848 

15 <210> 5 
<211> 859 
<212> PRT 

<213> Homo sapiens ADAMTS-6 
20 <400> 5 

Met Glu He Leu Trp Lys Thr Leu Thr Trp He Leu Ser Leu He Met 

1 5 10 15 

Ala Ser Ser Glu Phe His Ser Asp His Arg Leu Ser Tyr Ser Ser Gin 
20 25 30 

25 Glu Glu Phe Leu Thr Tyr Leu Glu His Tyr Gin Leu Thr He Pro He 
35 40 45 

Arg Val Asp Gin Asn Gly Ala Phe Leu Ser Phe Thr Val Lys Asn Asp 

50 55 60 

Lys His Ser Arg Arg Arg Arg Ser Met Asp Pro He Asp Pro Gin Gin 
30 65 70 75 80 

Ala Val Ser Lys Leu Phe Phe Lys Leu Ser Ala Tyr Gly Lys His Phe 

85 90 95 

His Leu Asn Leu Thr Leu Asn Thr Asp Phe Val Ser Lys His Phe Thr 
100 105 110 

35 Val Glu Tyr Trp Gly Lys Asp Gly Pro Gin Trp Lys His Asp Phe Leu 
115 120 125 

Asp Asn Cys His Tyr Thr Gly Tyr Leu Gin Asp Gin Arg Ser Thr Thr 

130 135 140 

Lys Val Ala Leu Ser Asn Cys Val Gly Leu His Gly Val He Ala Thr 
40 145 150 155 160 

Glu Asp Glu Glu Tyr Phe He Glu Pro Leu Lys Asn Thr Thr Glu Asp 

165 170 175 

Ser Lys His Phe Ser Tyr Glu Asn Gly His Pro His Val He Tyr Lys 
180 185 190 

45 Lys Ser Ala Leu Gin Gin Arg His Leu Tyr Asp His Ser His Cys Gly 
195 200 205 

Val Ser Asp Phe Thr Arg Ser Gly Lys Pro Trp Trp Leu Asn Asp Thr 

210 215 220 

Pro Leu Phe Leu He His Tyr Gin He Asn Asn Thr His He His His 
50 225 230 235 240 

Arg Gin Lys Arg Ser Val Ser He Glu Arg Phe Val Glu Thr Leu Val 

245 250 255 

Val Ala Asp Lys Met Met Val Gly Tyr His Gly Arg Lys Asp He Glu 
260 265 270 

55 His Tyr He Leu Ser Val Met Asn He Val Ala Lys Leu Tyr Arg Asp 
275 280 285 

Ser Ser Leu Gly Asn Val Val Asn He He Val Ala Arg Leu He Val 

290 295 300 

Leu Thr Glu Asp Gin Pro Asn Leu Glu He Asn His His Ala Asp Lys 
60 305 310 315 320 . 

Ser Leu Asp Ser Phe Cys Lys Trp Gin Lys Ser He Leu Ser His Gin 

325 330 335 

Ser Asp Gly Asn Thr He Pro Glu Asn Gly He Ala His His Asp Asn 
340 345 350 

65 Ala Val Leu He Thr Arg Tyr Asp He Cys Thr Tyr Lys Asn Lys Pro 
355 360 365 
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Cys 


Gly 


Thr 


Leu 


Gly Leu 


Ala 


Ser 


val 


Ala 


Gly Met Cys 


Glu 


Pro 


Glu 






370 










375 










380 










Arg 


Ser 


Cys 


Ser 


He 


Asn 


Glu 


Asp 


He 


Gly 


Leu Gly Ser Ala 


Phe 


Thr 




385 










390 










395 








4 00 


5 


lie 


Ala 


His 


Glu 


He 


Val 


His 


Asn 


Phe 


Gly 


Met 


Asn His 


Asp 


Gly 


lie 












405 










410 






415 






Gly 


Asn 


Ser 


Cys 


Gly Arg 


Lys 


val 


Met 


Lys 


Gin 


Gin Asn 


Tyr 


Gly 


Ser 










420 










425 








430 








Ss2r 


His 


Tyr 


Cys 


Glu 


Tyr 


Gin 


Ser 


Phe 


Phe 


Leu 


Val Cys 


Leu 


Gin 


Ser 


10 






435 










440 








445 










Arg 


Xaa 


His 


His 


Gin 


Leu 


Phe 


Arg 


Glu 


Val 


Cys 


Arg Glu 


Leu 


Trp 


Cys 






450 










455 










460 








Leu 


Ser 


Lys 


Ser 


Asn 


Arg 


Cys 


val 


Thr 


Asn 


Ser 


He Pro 


Ala 


Ala 


Glu 




465 










470 










475 








480 


15 


Gly 


Thr 


Leu 


Cys 


Gin 


Thr 


Gly 


Asn 


He 


Glu 


Lys 


Gly Trp Cys 


Tyr 


Gin 












485 










490 








495 






Gly 


Asp 


Cys 


Val 


Pro 


Phe 


Gly 


Thr 


Trp 


Pro 


Gin 


Ser He 


Asp 


Gly 


Gly 










500 










505 








510 






Trp 


Gly 


Pro 


Trp 


Ser 


Leu 


Trp 


Gly 


Glu 


Cys 


Ser Arg Thr 


Cys 


Gly Gly 


20 






515 










520 








525 










Gly 


Val 


Ser 


Ser 


Ser 


Leu 


Arg 


His 


Cys 


Asp 


Ser 


Pro Ala 


Pro 


Ser 


Glu 






530 










535 










540 










Val 


Glu 


Lys 


Tyr 


Cys 


Leu 


Gly 


Glu 


Arg 


Lys 


Arg 


Tyr Arg 


Ser 


Cys 


Asn 




545 










550 










555 








560 


25 


Thr 


Asp 


Pro 


Cys 


Pro 


Leu 


Gly 


Ser 


Arg 


Asp 


Phe 


Arg Glu 


Lys 


Gin 


Cys 












565 










570 








575 




Ala 


Asp 


Phe 


Asp 


Asn 


Met 


Pro 


Phe 


Arg 


Gly 


Lys 


Tyr Tyr 


Asn 


Trp 


Lys 










580 










585 








590 








Pro 


Tyr 


Thr 


Gly 


Gly Gly 


Val 


Lys 


Pro 


Cys 


Ala 


Leu Asn 


Cys 


Leu 


Ala 


30 






595 










600 








605 








Glu 


Gly. 


Tyr 


Asn 


Phe 


Tyr 


Thr 


Glu 


Arg 


Ala 


Pro 


Ala Val 


He 


Asp Gly 






610 










615 










620 










Thr 


Gin 


Cys 


Asn 


Ala 


Asp 


Ser 


Leu 


Asp 


He 


Cys 


He Asn Gly 


Glu 


Cys 




625 










630 










635 








640 


35 


Lys 


His 


Val 


Gly 


Cys 


Asp 


Asn 


He 


Leu 


Gly 


Ser 


Asp Ala 


Arg 


Glu 


Asp 












645 










650 








655 






Arg 


Cys 


Arg 


Val 


Cys 


Gly 


Gly 


Gly 


Gly 


Ser 


Thr 


Cys Asp 


Ala 


He 


Glu 










660 










665 








670 








Gly 


Phe 


Phe 


Asn 


Asp 


Ser 


Leu 


Pro 


Arg 


Gly 


Gly 


Tyr Met 


Glu 


Val 


Val 


40 






675 










680 








685 










Gin 


He 


Pro 


Arg 


Gly 


Ser 


Val 


His 


He 


Glu 


Val 


Arg Glu 


Val 


Ala 


Met 






690 










695 










700 










Ser 


Lys 


Asn 


Tyr 


He 


Ala 


Leu 


Lys 


Ser 


Glu 


Gly Asp Asp Tyr 


Tyr 


He 




705 










710 










715 








720 


45 


Asn 


Gly 


Ala 


Trp 


Thr 


He 


Asp 


Trp 


Pro 


Arg 


Lys 


Phe Asp 


Val 


Ala 


Gly 












725 










730 








735 




Thr 


Ala 


Phe 


His 


Tyr 


Lys 


Arg 


Pro 


Thr 


Asp 


Glu 


Pro Glu 


Ser 


Leu 


Glu 










740 










745 








750 








Ala 


Leu 


Gly 


Pro 


Thr 


Ser 


Glu 


Asn 


Leu 


He 


Val 


Met Val 


Leu 


Leu 


Gin 


50 






755 










760 








765 










Glu 


Gin 


Asn 


Leu 


Gly 


He 


Arg 


Tyr 


Lys 


Phe 


Asn 


Val Pro 


He 


Thr 


Arg 






770 










775 










780 








Thr 


Gly 


Ser 


Gly 


Asp 


Asn 


Glu 


Val 


Gly 


Phe 


Thr 


Trp Asn 


His 


Gin 


Pro 




785 










790 










795 








800 


55 


Trp 


Ser 


Glu 


Cys 


Ser 


Ala 


Thr 


Cys 


Ala 


Gly 


Gly Lys Met 


Pro 


Thr 


Arg 












805 










810 








815 




Gin 


Pro 


Thr 


Gin 


Arg 


Ala 


Arg 


Trp 


Arg 


Thr 


Lys 


His He 


Leu 


Ser 


Tyr 










820 










825 








830 






Ala 


Leu 


Cys 


Leu 


Leu 


Lys 


Lys 


Leu 


He 


Gly 


Asn 


He Ser 


Arg 


Phe 


Ala 


60 






835 










840 








845 








Ser 


Ser 


Cys 


Asn 


Leu 


Ala 


Lys 


Glu 


Thr 


Leu 


Leu 











850 855 



65 

<210> 6 
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<211> 3218 
<212> DNA 

<213> Homo sapiens ADAMTS-7 

5 <220> 

<221> CDS 

<222> (13) . . (3003) 
<400> 6 

10 ccggttcctg cc atg ccc ggc ggc ccc agt ccc cgc age ccc gcgcct ttg 51 
Met Pro Gly Gly Pro Ser Pro Arg Ser Pro Ala Pro Leu 
1 5 10 

ctg cgc ccc etc etc etg etc etc tgc get ctg get eee ggc gee eec 99 
15 Leu Arg Pro Leu Leu Leu Leu'" Leu Cys Ala Leu Ala Pro Gly Ala Pro 
15 20 25 

gga ccc gca eea gga cgt gea ace gag ggc egg geg gca etg gae ate 14 7 
Gly Pro Ala Pro Gly Arg Ala Thr Glu Gly Arg Ala Ala Leu Asp lie 
20 30 35 40 45 

gtg cac ccg gtt cga gtc gae geg ggg ggc tee tte ctg tee tac gag 195 

Val His Pro Val Arg Val Asp Ala Gly Gly Ser Phe Leu Ser Tyr Glu 

50 55 60 

25 

etg tgg eee cgc gca ctg cgc aag egg gat gta tct gtg cgc cga gae 243 

Leu Trp Pro Arg Ala Leu Arg Lys Arg Asp Val Ser Val Arg Arg Asp 

65 70 75 

30 geg eee gee tte tac gag eta caa tac cgc ggg cgc gag ctg cgc tte 291 
Ala Pro Ala Phe Tyr Glu Leu Gin Tyr Arg Gly Arg Glu Leu Arg Phe 
80 85 90 

aac ctg ace gee aat cag cac etg ctg geg ccc ggc ttt gtg age gag 339 
3 5 Asn Leu Thr Ala Asn Gin His Leu Leu Ala Pro Gly Phe Val Ser Glu 
95 100 105 

aeg egg egg cgc ggc ggc ctg ggc cgc geg cac ate egg gcc cac acc 3 87 
Thr Arg Arg Arg Gly Gly Leu Gly Arg Ala His lie Arg Ala His Thr 
40 110 115 120 125 

ccg gee tgc cac etg ett ggc gag gtg cag gae ect gag etc gag ggt 435 

Pro Ala Cys His Leu Leu Gly Glu Val Gin Asp Pro Glu Leu Glu Gly 

130 135 140 

45 

ggc ctg geg gcc ate age gcc tgc gae ggc etg aaa ggt gtg tte cag 483 

Gly Leu Ala Ala lie Ser Ala Cys Asp Gly Leu Lys Gly Val Phe Gin 

145 150 155 

50 etc tec aac gag gae tac tte att gag ccc ctg gae agt gcc ccg gcc 531 
Leu Ser Asn Glu Asp Tyr Phe lie Glu Pro Leu Asp Ser Ala Pro Ala 
160 165 170 

egg ect ggc cac gcc cag ccc cat gtg gtg tac aag cgt cag gcc ccg 579 
55 Arg Pro Gly His Ala Gin Pro His Val Val Tyr Lys Arg Gin Ala Pro 
175 180 185 

gag agg ctg gca cag egg ggt gat tec agt get eca age acc tgt gga 627 
Glu Arg Leu Ala Gin Arg Gly Asp Ser Ser Ala Pro Ser Thr Cys Gly 
60 190 ' 195 200 . 205 

gtg caa gtg tac eea gag ctg gag tct cga egg gag cgt tgg gag cag 675 
Val Gin Val Tyr Pro Glu Leu Glu Ser Arg Arg Glu Arg Trp Glu Gin 
210 215 220 

65 

egg cag cag tgg egg egg eca egg ctg agg cgt eta cac cag egg teg 723 
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Arg Gin Gin Tip Arg Arg Pro Arg Leu Arg Arg Leu His Gin Arg Ser 

225 230 235 

gtc age aaa gag aag tgg tgt gag acc ctg gta gta get gat gcc aaa 771 

5 Val Ser Lys Glu Lys Trp Cys Glu Thr Leu Val Val Ala Asp Ala Lys' 

240 245 250 

atg gtg gag tac cac gga cag ccg cag gtt gag age tat gtg ctg acc 819 

Met Val Glu Tyr His Gly Gin Pro Gin Val Glu Ser Tyr Val Leu Thr 
10 255 260 265 

ate atg aac atg gtg get ggc ctg ttt cat gae ccc age att ggg aae 867 

lie Met Asn Met Val Ala Gly Leu Phe His Asp Pro Ser lie Gly Asn 
270 275 280 285 

15 

ccc ate cac ate acc att gtg egc etg gtc ctg ctg gaa gat gag gag 915 

Pro lie His lie Thr lie Val Arg Leu Val Leu Leu Glu Asp Glu Glu 

290 295 300 

20 gag gae eta aag ate aeg cac cat gea gae aac acc ctg aag age ttc 963 

Glu Asp Leu Lys lie Thr His His Ala Asp Asn Thr Leu Lys Ser Phe 

305 310 315 

tgc aag tgg cag aaa age ate aae atg aag ggg gat gee eat ccc etg 1011 

25 Cys Lys Trp Gin Lys Ser lie Asn Met Lys Gly Asp Ala His Pro Leu 

320 325 330 

cac eat gae act gee ate ctg etc acc aga aag gae ctg tgt gea gee 1059 

His His Asp Thr Ala lie Leu Leu Thr Arg Lys Asp Leu Cys Ala Ala 
30 335 340 345 

atg aae egg ccc tgt gag acc ctg gga ctg tec cat gtg geg ggc atg 1107 

Met Asn Arg Pro Cys Glu Thr Leu Gly Leu Ser His Val Ala Gly Met 
350 355 360 365 

35 

tgc cag ccg cac egc age tgc age ate aae gag gae aeg ggc etg ccg 1155 

Cys Gin Pro His Arg Ser Cys Ser lie Asn Glu Asp Thr Gly Leu Pro 

370 375 380 

40 ctg gee ttc act gta gcc cac gag etc ggg cac agt ttt ggc att cag 1203 

Leu Ala Phe Thr Val Ala His Glu Leu Gly His Ser Phe Gly lie Gin 

385 390 395 

cat gae gga age ggc aat gae tgt gag ccc gtt ggg aaa cga cet ttc 1251 

45 His Asp Gly Ser Gly Asn Asp Cys Glu Pro Val Gly Lys Arg Pro Phe 

400 405 410 

ate atg tct cca cag etc ctg tac gae gee get ccc etc acc tgg tec 1299 

lie Met Ser Pro Gin Leu Leu Tyr Asp Ala Ala Pro Leu Thr Trp Ser 
50 415 420 425 

egc tgc age egc cag tat ate ace agg ttc ett gae egt ggg tgg ggc 1347 

Arg Cys Ser Arg Gin Tyr He Thr Arg Phe Leu Asp Arg Gly Trp Gly 
430 435 440 445 

55 

ctg tgc etg gae gae cet cet gee aag gae att ate gae ttc ccc teg 1395 

Leu Cys Leu Asp Asp Pro Pro Ala Lys Asp He He Asp Phe Pro Ser 

450 455 460 

60 gtg cca cet ggc gtc etc tat gat gta age cac cag tgc egc etc cag 1443 

Val Pro Pro Gly Val Leu Tyr Asp Val Ser His Gin Cys Arg Leu Gin 

465 470 475 

tac ggg gcc tac tct gcc ttc tgc gag gae atg gat aat gtc tgc cac 1491 

65 Tyr Gly Ala Tyr Ser Ala Phe Cys Glu Asp Met Asp Asn Val Cys His 

480 485 490 
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aca etc tgg tgc tct gtg ggg acc acc tgt cac tec aag ctg gat gca 1539 

Thr Leu Trp Cys Ser Val Gly Thr Thr Cys His Ser Lys Leu Asp Ala 

495 500 505 

5 

get gtg gac ggc acc egg tgt ggg gag aat aag tgg tgt etc agt ggg 1587 

Ala Val Asp Gly Thr Arg Cys Gly Glu Asn Lys Trp Cys Leu Ser Gly 

510 515 520 525 

10 gag tgc gta cec gtg gge tte egg eec gag gee gtg gat ggt ggc tgg 163 5 
Glu Cys Val Pro Val Gly Phe Arg Pro Glu Ala Val Asp Gly Gly Trp 
530 535 540 

tct ggc tgg age gee tgg tec ate tgc tea egg age tgt ggc atg ggc 1683 
15 Ser Gly Trp Ser Ala Trp Ser lie Cys Ser Arg Ser Cys Gly Met Gly 
545 550 555 

gta cag age gee gag egg cag tgc aeg eag cct aeg eec aaa tac aaa 1731 
Val Gin Ser Ala Glu Arg Gin Cys Thr Gin Pro Thr Pro Lys Tyr Lys 
20 560 565 570 

ggc aga tac tgt gtg ggt gag cgc aag cgc tte cge etc tgc aac ctg 1779 

Gly Arg Tyr Cys Val Gly Glu Arg Lys Arg Phe Arg Leu Cys Asn Leu 
575 580 585 

25 

cag gee tgc cct get ggc cgc cce tee tte cge cac gtc cag tgc age 1827 

Gin Ala Cys Pro Ala Gly Arg Pro Ser Phe Arg His Val Gin Cys Ser 
590 595 600 605 

30 cac ttt gac get atg etc tac aag ggc cag ctg cac aca tgg gtg cec 1875 
His Phe Asp Ala Met Leu Tyr Lys Gly Gin Leu His Thr Trp Val Pro 
610 615 620 

gtg gtc aat gac gtg aac cce tgc gag ctg cac tgc egg cec gcg aat 1923 
3 5 Val Val Asn Asp Val Asn Pro Cys Glu Leu His Cys Arg Pro Ala Asn 
625 630 635 

gag tac ttt gcc aag aag ctg egg gac gee tgt gtc gat ggc acc cce 1971 
Glu Tyr Phe Ala Lys Lys Leu Arg Asp Ala Cys Val Asp Gly Thr Pro 
40 640 645 650 

tgc tac eag gtc cga gcc age egg gac etc tgc ate aac ggc ate tgt 2019 

Cys Tyr Gin Val Arg Ala Ser Arg Asp Leu Cys lie Asn Gly lie Cys 

655 660 665 

45 

aag aac gtg ggc tgt gac tte gag att gac tec ggt get atg gag gac 

Lys Asn Val Gly Cys Asp Phe Glu lie Asp Ser Gly Ala Met Glu Asp 

670 675 680 685 



2067 



50 cgc tgt ggt gtg tgc cac gge aac ggc tec ace tgc cac acc gtg age 2115 
Arg Cys Gly Val Cys His Gly Asn Gly Ser Thr Cys His Thr Val Ser 
690 695 700 

ggg ace tte gag gag gcc gag ggt ctg ggg tat gtg gat gtg ggg ctg 2163 
55 Gly Thr Phe Glu Glu Ala Glu Gly Leu Gly Tyr Val Asp Val Gly Leu 
705 710 715 

ate eca gcg ggc gca cgc gag ate cgc ate caa gag gtt gcc gag get 2211 
lie Pro Ala Gly Ala Arg Glu lie Arg lie Gin Glu Val Ala Glu Ala 
60 720 725 730 

gee aac tte ctg gca ctg egg age gag gac ceg gag aag tac tte etc 2259 

Ala Asn Phe Leu Ala Leu Arg Ser Glu Asp Pro Glu Lys Tyr Phe Leu 

735 740 745 

65 

aat ggt ggc tgg acc ate cag tgg aac ggg gac tac cag gtg gca ggg 2307 
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Asn Gly Gly Trp Thr lie Gin Trp Asn Gly Asp Tyr Gin Val Ala Gly 
750 755 760 765 

acc acc etc aca tac gca cgc agg ggc aac tgg gag aac etc acg tec 2355 
5 Thr Thr Phe Thr Tyr Ala Arg Arg Gly Asn Trp Glu Asn Leu Thr Ser 
770 775 780 

ccg ggt ccc acc aag gag cct gtc tgg ate eag gtg cct gcc tec cgt 2403 
Pro Gly Pro Thr Lys Glu Pro Val Trp lie Gin Val Pro Ala Ser Arg 
10 785 790 795 

ggc eca ggc ggg ggg age aga ggc gga gte eee agg ccc age acc etc 2451 

Gly Pro Gly Gly Gly Ser Arg Gly Gly Val Pro Arg Pro Ser Thr Leu 

800 605 810 

15 

eat ggc agg tet egt cct gga gga gtg age cct ggt tea gtc aca gag 2499 

His Gly Arg Ser Arg Pro Gly Gly Val Ser Pro Gly Ser Val Thr Glu 

815 820 825 

20 cct ggc tet gag cca ggc cct cct get gcg gcc tct acc tea gtt tec 2547 
Pro Gly Ser Glu Pro Gly Pro Pro Ala Ala Ala Ser Thr Ser Val Ser 
830 835 840 845 

cca tct tta aaa tgg ccc aat ett gta get gea gtt eac aga ggt ggc 2595 
25 Pro Ser Leu Lys Trp Pro Asn Leu Val Ala Ala Val His Arg Gly Gly 
850 855 860 

tgg ggt caa get cct tta gga ctg ggt gga tgg aga aga eac ctt gtg 2643 
Trp Gly Gin Ala Pro Leu Gly Leu Gly Gly Trp Arg Arg His Leu Val 
30 865 870 875 

etc atg ggc ccc cgc ctg ccc acc cag ctg ctg ttc cag gag age aac 2691 

Leu Met Gly Pro Arg Leu Pro Thr Gin Leu Leu Phe Gin Glu Ser Asn 

880 885 890 

35 

cct ggg gtg cac tac gag tac acc ate eac agg gag gca ggt ggc eac 2739 

Pro Gly Val His Tyr Glu Tyr Thr lie His Arg Glu Ala Gly Gly His 
895 900 905 

40 gae gag gtc ccg ccg ccc gtg ttc tec tgg cat tat ggg ccc tgg ace 2787 
Asp Glu Val Pro Pro Pro Val Phe Ser Trp His Tyr Gly Pro Trp Thr 
910 915 920 925 

aag tgc aca gtc ace tge ggc aga ggt gag aag tgg ggc agg cac age 2835 
4 5 Lys Cys Thr Val Thr Cys Gly Arg Gly Glu Lys Trp Gly Arg His Ser 
930 935 940 

ccc acc tgc agg ggc tta gtg tct gga cag gga cac tgg ctt cag etc 2883 
Pro Thr Cys Arg Gly Leu Val Ser Gly Gin Gly His Trp Leu Gin Leu 
50 945 950 955 

cca get cac tgc tgg gee ace acg ggt ttg gaa gtt tge ttc tct gag 2931 

Pro Ala His Cys Trp Ala Thr Thr Gly Leu Glu Val Cys Phe Ser Glu 

960 965 970 

55 

cct eag ttc tec ate tgt gag atg agg eta gcg att gcc ctg tgt ccc 2979 

Pro Gin Phe Ser lie Cys Glu Met Arg Leu Ala lie Ala Leu Cys Pro 

975 980 985 

60 agg ccc get ggg agg gta cat gga tgaggcaggt gggtgctggc tcgcggcgca 3033 
Arg Pro Ala Gly Arg Val His Gly 
990 995 

tgttcagtgt gctccagctc ttggcgttct ccctccaggg gacacagctc cccctcgata 3093 

65 

gaccagtcca gtggcccctc accacactga cttatttccc taaactattt ataaaaagta 3153 
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gggcaatttc attaactctg actcttacct gcccgggcgg ccgctcgagc cgagtaatca 3213 
ctagt 3218 

5 

<210> 7 
<211> 997 
<212> PRT 
10 <213> Homo sapiens ADAMTS-7 

<400> 7 

Met Pro Gly Gly Pro Ser Pro Arg Ser Pro Ala Pro Leu Leu Arg Pro 
15 10 15 

15 

Leu Leu Leu Leu Leu Cys Ala Leu Ala Pro Gly Ala Pro Gly Pro Ala 
20 25 30 

Pro Gly Arg Ala Thr Glu Gly Arg Ala Ala Leu Asp lie Val His Pro 
20 35 40 45 

Val Arg Val Asp Ala Gly Gly Ser Phe Leu Ser Tyr Glu Leu Trp Pro 
50 55 60 

25 Arg Ala Leu Arg Lys Arg Asp val Ser Val Arg Arg Asp Ala Pro Ala 
65 70 75 80 

Phe Tyr Glu Leu Gin Tyr Arg Gly Arg Glu Leu Arg Phe Asn Leu Thr 
85 90 95 

30 

Ala Asn Gin His Leu Leu Ala Pro Gly Phe Val Ser Glu Thr Arg Arg 
100 105 110 

Arg Gly Gly Leu Gly Arg Ala His lie Arg Ala His Thr Pro Ala Cys 
35 115 120 125 

His Leu Leu Gly Glu Val Gin Asp Pro Glu Leu Glu Gly Gly Leu Ala 
130 135 140 

40 Ala lie Ser Ala Cys Asp Gly Leu Lys Gly Val Phe Gin Leu Ser Asn 
145 150 155 160 

Glu Asp Tyr Phe lie Glu Pro Leu Asp Ser Ala Pro Ala Arg Pro Gly 
165 170 175 

45 

His Ala Gin Pro His Val Val Tyr Lys Arg Gin Ala Pro Glu Arg Leu 
180 185 190 

Ala Gin Arg Gly Asp Ser Ser Ala Pro Ser Thr Cys Gly Val Gin Val 
50 195 200 205 

Tyr Pro Glu Leu Glu Ser Arg Arg Glu Arg Trp Glu Gin Arg Gin Gin 
210 215 220 

55 Trp Arg Arg Pro Arg Leu Arg Arg Leu His Gin Arg Ser Val Ser Lys 
225 230 235 240 

Glu Lys Trp Cys Glu Thr Leu Val Val Ala Asp Ala Lys Met Val Glu 
245 250 255 

60 

Tyr His Gly Gin Pro Gin Val Glu Ser Tyr Val Leu Thr lie Met Asn 
260 265 270 

Met Val Ala Gly Leu Phe His Asp Pro Ser lie Gly Asn Pro lie His 
65 275 280 285 
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lie Thr He Val Arg Leu Val Leu Leu Glu Asp Glu Glu Glu Asp Leu 
290 295 300 

Lys He Thr His His Ala Asp Asn Thr Leu Lys Ser Phe Cys Lys Trp 
5 305 310 315 320 ' 

Gin Lys Ser He Asn Met Lys Gly Asp Ala His Pro Leu His His Asp 
325 330 335 

10 Thr Ala He Leu Leu Thr Arg Lys Asp Leu Cys Ala Ala Met Asn Arg 

340 345 350 

Pro Cys Glu Thr Leu Gly Leu Ser His Val Ala Gly Met Cys Gin Pro 
355 360 365 

15 

His Arg Ser Cys Ser He Asn Glu Asp Thr Gly Leu Pro Leu Ala Phe 
370 375 380 

Thr Val Ala His Glu Leu Gly His Ser Phe Gly He Gin His Asp Gly 
20 385 390 395 400 

Ser Gly Asn Asp Cys Glu Pro Val Gly Lys Arg Pro Phe He Met Ser 
405 410 415 

2 5 Pro Gin Leu Leu Tyr Asp Ala Ala Pro Leu Thr Trp Ser Arg Cys Ser 
420 425 430 

Arg Gin Tyr He Thr Arg Phe Leu Asp Arg Gly Trp Gly Leu Cys Leu 
435 440 445 

30 

Asp Asp Pro Pro Ala Lys Asp He He Asp Phe Pro Ser Val Pro Pro 
450 455 460 

Gly Val Leu Tyr Asp Val Ser His Gin Cys Arg Leu Gin Tyr Gly Ala 
35 465 470 475 480 

Tyr Ser Ala Phe Cys Glu Asp Met Asp Asn Val Cys His Thr Leu Trp 
485 490 495 

4 0 Cys Ser Val Gly Thr Thr Cys His Ser Lys Leu Asp Ala Ala Val Asp 
500 505 510 

Gly Thr Arg Cys Gly Glu Asn Lys Trp Cys Leu Ser Gly Glu Cys Val 
515 520 525 

45 

Pro Val Gly Phe Arg Pro Glu Ala Val Asp Gly Gly Trp Ser Gly Trp 
530 535 540 

Ser Ala Trp Ser He Cys Ser Arg Ser Cys Gly Met Gly Val Gin Ser 
50 545 550 555 560 

Ala Glu Arg Gin Cys Thr Gin Pro Thr Pro Lys Tyr Lys Gly Arg Tyr 
565 570 575 

55 Cys Val Gly Glu Arg Lys Arg Phe Arg Leu Cys Asn Leu Gin Ala Cys 
580 585 590 

Pro Ala Gly Arg Pro Ser Phe Arg His Val Gin Cys Ser His Phe Asp 
595 600 605 

60 

Ala Met Leu Tyr Lys Gly Gin Leu His Thr Trp Val Pro Val Val Asn 
610 615 620 

Asp Val Asn Pro Cys Glu Leu His Cys Arg Pro Ala Asn Glu Tyr Phe 
65 625 630 635 640 
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Ala Lys Lys Leu Arg Asp Ala Cys Val Asp Gly Thr Pro Cys Tyr Gin 
645 650 655 

Val Arg Ala Ser Arg Asp Leu Cys lie Asn Gly He Cys Lys Asn Val 
5 660 665 670 

Gly Cys Asp Phe Glu He Asp Ser Gly Ala Met Glu Asp Arg Cys Gly 
675 680 685 

10 Val Cys His Gly Asn Gly Ser Thr Cys His Thr Val Ser Gly Thr Phe 
690, 695 700 

Glu Glu Ala Glu Gly Leu Gly Tyr Val Asp Val Gly Leu He Pro Ala 
705 710 715 720 

15 

Gly Ala Arg Glu He Arg He Gin Glu Val Ala Glu Ala Ala Asn Phe 
725 73 0 735 

Leu Ala Leu Arg Ser Glu Asp Pro Glu Lys Tyr Phe Leu Asn Gly Gly 
20 740 745 750 

Trp Thr He Gin Trp Asn Gly Asp Tyr Gin Val Ala Gly Thr Thr Phe 
755 760 765 

25 Thr Tyr Ala Arg Arg Gly Asn Trp Glu Asn Leu Thr Ser Pro Gly Pro 
770 775 780 

Thr Lys Glu Pro Val Trp He Gin Val Pro Ala Ser Arg Gly Pro Gly 
785 790 795 800 

30 

Gly Gly Ser Arg Gly Gly Val Pro Arg Pro Ser Thr Leu His Gly Arg 
805 810 815 

Ser Arg Pro Gly Gly Val Ser Pro Gly Ser Val Thr Glu Pro Gly Ser 
35 820 825 830 

Glu Pro Gly Pro Pro Ala Ala Ala Ser Thr Ser Val Ser Pro Ser Leu 
835 840 845 

4 0 Lys Trp Pro Asn Leu Val Ala Ala Val His Arg Gly Gly Trp Gly Gin 
850 855 860 

Ala Pro Leu Gly Leu Gly Gly Trp Arg Arg His Leu Val Leu Met Gly 
865 870 875 880 

45 

Pro Arg Leu Pro Thr Gin Leu Leu Phe Gin Glu Ser Asn Pro Gly Val 
885 890 895 

His Tyr Glu Tyr Thr He His Arg Glu Ala Gly Gly His Asp Glu Val 
50 900 905 910 

Pro Pro Pro Val Phe Ser Trp His Tyr Gly Pro Trp Thr Lys Cys Thr 
915 920 925 

55 Val Thr Cys Gly Arg Gly Glu Lys Trp Gly Arg His Ser Pro Thr Cys 
930 935 940 

Arg Gly Leu Val Ser Gly Gin Gly His Trp Leu Gin Leu Pro Ala His 
945 950 955 960 

60 . 

Cys Trp Ala Thr Thr Gly Leu Glu Val Cys Phe Ser Glu Pro Gin Phe 
965 970 975 

Ser He Cys Glu Met Arg Leu Ala He Ala Leu Cys Pro Arg Pro* Ala 
65 980 985 990 
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Gly Arg Val His Gly 
995 



5 

<210> 8 
<211> 3638 
<212> DNA 

< 2 1 3 > Mu s !T».us cuius ADAMTS - B 

10 

<220> 
<221> CDS 

<222> (278) (2992) 
15 <400> 8 

tagggcgact gcacgggacg ccgcggagga cgcgcgctcg cggcccgggg cgccacgtgc 60 

tcgagttctg ctaggttggc tggcgcagga ggagcgggct gcgcgatcca gaggggccgc 120 

20 cagggaccgc cgcgccacgt gccgccagcc gagtcggcct ccccatccga ttgatcattt 180 

ttcctggaca gagcgacccg gccgcctcgg gccaccagca cctgcccgcg cgcggcgatc 240 

ttcttccctc tcccgcgctc cgcagcactc tgccccc atg etc cgc gac ccc acc 295 
25 Met Leu Arg Asp Pro Thr 

1 5 

acc acc ggg tgg ccg ccc etc etg ctg ctg eta ttg cag ctg ceg ccg 343 
Thr Thr Gly Trp Pro Pro Leu Leu Leu Leu Leu Leu Gin Leu Pro Pro 
30 10 15 20 

ccg cca etc gte tgc gga gee ccg gcg ggg ccg gga acc ggg gcg cag 391 

Pro Pro Leu Val Cys Gly Ala Pro Ala Gly Pro Gly Thr Gly Ala Gin 
25 30 35 

35 

gee teg gag eta gtg gtg ccc acg egg ttg ccc ggc age gcg age gag 439 

Ala Ser Glu Leu Val Val Pro Thr Arg Leu Pro Gly Ser Ala Ser Glu 
40 45 50 

40 etc gee tte eac etg tec gee tte ggc cag gge tte gtg etg cgc etg 487 
Leu Ala Phe His Leu Ser Ala Phe Gly Gin Gly Phe Val Leu Arg Leu 
55 60 65 70 

geg cct gac gee age tte ctg gcg ccg gaa tte aag ate gag cgc etc 535 
4 5 Ala Pro Asp Ala Ser Phe Leu Ala Pro Glu Phe Lys lie Glu Arg Leu 

75 80 85 

999 99C teg age geg geg gee ggg gge gag ccg gga ctg egt gge tgc 583 
Gly Gly Ser Ser Ala Ala Ala Gly Gly Glu Pro Gly Leu Arg Gly Cys 
50 90 95 100 

tte tte tet ggc aca gtg aat gga gaa egg gag teg etg gcg geg atg 631 
Phe Phe Ser Gly Thr Val Asn Gly Glu Arg Glu Ser Leu Ala Ala Met 
105 110 115 

55 

age tgt gte gcg ggc tgg age ggc teg tte ttg ctg gca ggc gag gag 679 
Ser Cys Val Ala Gly Trp Ser Gly Ser Phe Leu Leu Ala Gly Glu Glu 
120 125 130 

60 tte acc ate cag cca cag ggc get ggg gac tec ctg gac cag cct cat 727 
Phe Thr lie Gin Pro Gin Gly Ala Gly Asp. Ser Leu Asp Gin Pro His 
135 140 145 ISO 

cgc ctg cag cgc tgg ggg eeg gga eag ege cgc gaa gac cee ggg etc 775 
65 Arg Leu Gin Arg Trp Gly Pro Gly Gin Arg Arg Glu Asp Pro Gly Leu 
155 160 165 
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get gcc gcc gaa gtt ttc ccc etc cct caa gga ctg gag tgg gag gtg 823 

Ala Ala Ala Glu Val Phe Pro Leu Pro Gin Gly Leu Glu Trp Glu Val 

170 175 180 

5 

gag atg ggt aat ggg cag gga cag gag aga agt gac aac gaa gag gac 871 

Glu Met Gly Asn Gly Gin Gly Gin Glu Arg Ser Asp Asn Glu Glu Asp 

185 190 195 

10 aag aag cag gac aag gag ggg ttg etc aaa gag aca gaa gac tec cgc 919 
Lys Lys Gin Asp Lys Glu Gly Leu Leu Lys Glu Thr Glu Asp Ser Arg 
200 205 210 

aaa gtg cca cca ccc ttc gga tec aaa act aga age aag agg ttt gtg 967 
15 Lys Val Pro Pro Pro Phe Gly Ser Lys Thr Arg Ser Lys Arg Phe Val 
215 220 225 230 

tec gag get cgc ttc gtg gaa aca ctt ctg gtg get gat geg tec atg 1015 
Ser Glu Ala Arg Phe Val Glu Thr Leu Leu Val Ala Asp Ala Ser Met 
20 235 240 245 

get gcc ttc tat ggg ace gac ctg cag aac cac ate etc acg gtg atg 1063 
Ala Ala Phe Tyr Gly Thr Asp Leu Gin Asn His lie Leu Thr Val Met 
250 255 260 

25 

tea atg gea gee ega ate tac aag cac ccg age ate agg aac tec gtc 1111 
Ser Met Ala Ala Arg lie Tyr Lys His Pro Ser lie Arg Asn Ser Val 
265 270 275 

30 aac ctt gtg gtg gtg aaa gtg eta ata gtg gaa aaa gaa aga tgg gge 1159 
Asn Leu Val Val Val Lys Val Leu He Val Glu Lys Glu Arg Trp Gly 
280 285 290 

ccg gaa gtg tec gac aac ggg ggg etc aca ctg cgc aac ttc tge age 1207 
35 Pro Glu Val Ser Asp Asn Gly Gly Leu Thr Leu Arg Asn Phe Cys Ser 
295 300 305 310 

tgg caa egg cgt ttc aac aag ccc agt gac cgc cac ccg gag cac tat 1255 
Trp Gin Arg Arg Phe Asn Lys Pro Ser Asp Arg His Pro Glu His Tyr 
40 315 320 325 

gac act gee ate ttg ttc ace aga cag aac ttc tgt ggg aag gga gag 1303 

Asp Thr Ala He Leu Phe Thr Arg Gin Asn Phe Cys Gly Lys Gly Glu 

330 335 340 

45 

cag tgt gac ace ctg ggg atg gea gac gtt gge ace ate tgt gac ccc 1351 

Gin Cys Asp Thr Leu Gly Met Ala Asp Val Gly Thr He Cys Asp Pro 

345 350 355 



50 gac aag age tgc tea gtg ate aag gat gag gga ctg cag gea gcc tac 
Asp Lys Ser Cys Ser Val He Lys Asp Glu Gly Leu Gin Ala Ala Tyr 
360 365 370 



1399 



ace ctg gcc cat gag eta ggg cac gtt etc age atg ccc cat gat gat 1447 
55 Thr Leu Ala His Glu Leu Gly His Val Leu Ser Met Pro His Asp Asp 
375 380 385 390 

tct aag ccc tgt gtg aga ttg ttt ggg ccc atg gge aag tac cac atg 1495 
Ser Lys Pro Cys Val Arg Leu Phe Gly Pro Met Gly Lys Tyr His Met 
60 395 400 405 . 

atg geg cca ttc ttc ate cac gtg aac aag acg ctg ccc tgg tct ccc 1543 
Met Ala Pro Phe Phe He His Val Asn Lys Thr Leu Pro Trp Ser Pro 
410 415 420 

65 

tgc agt get gtc tac etc aca gag etc ctg gat gat ggt cac gga gat 1591 
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Cys Ser Ala Val Tyr Leu Thr Glu Leu Leu Asp Asp Gly His Gly Asp 
. 425 430 435 

tgt ctt ctg gat gcc ccc acc teg gtt ctg ccc etc ccc aca gge etc 1639 
5 Cys Leu Leu Asp Ala Pro Thr Ser Val Leu Pro Leu Pro Thr Gly Leu' 
440 445 450 

ccg ggc cac age acc etc tac gag ctg gae cag eag tgc aag cag ate 1687 
Pro Gly His Ser Thr Leu Tyr Glu Leu Asp Gin Gin Cys Lys Gin lie 
10 455 460 465 - ^ " — ^ 

ttt ggg cct gat ttc cga cac tgc ccc aac acc tct gtg gag gae ate 1735 
Phe Gly Pro Asp Phe Arg His Cys Pro Asn Thr Ser Val Glu Asp He 
475 480 485 

15 

tgt gtc eag etc tgt gee cgt eat egg gat agt gat gag eee att tge 1783 
Cys Val Gin Leu Cys Ala Arg His Arg Asp Ser Asp Glu Pro He Cys 
490 495 500 

20 cac aca aag aat ggt age ctg etc tgg get gat ggt aca eee tgt ggc 1831 
His Thr Lys Asn Gly Ser Leu Leu Trp Ala Asp Gly Thr Pro Cys Gly 
505 510 515 

cct ggg cac ctg tgc ctg gat ggt age tgt gta etc aag gag gat gtg 1879 
25 Pro Gly His Leu Cys Leu Asp Gly Ser Cys Val Leu Lys Glu Asp Val 
520 525 530 

gag aat eee aag get gtg gta gat gga gae tgg ggt eee tgg aga eee 1927 
Glu Asn Pro Lys Ala Val Val Asp Gly Asp Trp Gly Pro Trp Arg Pro 
30 535 540 545 550 

tgg gga eaa tgt tct ege ace tgt ggt gga ggg ata eaa ttc teg aae 1975 

Trp Gly Gin Cys Ser Arg Thr Cys Gly Gly Gly He Gin Phe Ser Asn 
555 560 565 

35 

cgt gaa tgt gat aat eca atg cct cag aat gga gga aga ttt tgc ctg 2023 

Arg Glu Cys Asp Asn Pro Met Pro Gin Asn Gly Gly Arg Phe Cys Leu 
570 575 580 

40 ggt gaa aga gtc aag tac eaa tea tgc aac aca gag gaa tgt eca eca 2071 
Gly Glu Arg Val Lys Tyr Gin Ser Cys Asn Thr Glu Glu Cys Pro Pro 
585 590 595 

aac gga aaa age ttc egg gag cag eag tgt gag aaa tat aat gee tac 2119 
4 5 Asn Gly Lys Ser Phe Arg Glu Gin Gin Cys Glu Lys Tyr Asn Ala Tyr 
600 605 610 

aae cac act gae ctg gat ggg aat ttc ctg cag tgg gtc eee aag tat 2167 
Asn His Thr Asp Leu Asp Gly Asn Phe Leu Gin Txrp Val Pro Lys Tyr 
50 615 620 625 630 

tea gga gtg tec ccc cga gae cga tgc aag ctg ttt tgc aga gee cgt 2215 

Ser Gly Val Ser Pro Arg Asp Arg Cys Lys Leu Phe Cys Arg Ala Arg 
635 640 645 

55 

999 a99 agt gag ttc aaa gtg ttt gaa get aag gtg ate gat' gge act 2263 

Gly Arg Ser Glu Phe Lys Val Phe Glu Ala Lys Val He Asp Gly Thr 
650 655 660 

60 ctg tgt gga ccg gat act ctg tee ate tge gtc egg ggg eaa tgt gtt 2311 
Leu Cys Gly Pro Asp Thr Leu Ser He Cys Val Arg Gly Gin Cys Val 
665 670 675 

aag get ggc tgt gae cat gtg gtg aae tea cet aag aag ctg gae aaa 2359 
65 Lys Ala Gly Cys Asp His Val Val Asn Ser Pro Lys Lys Leu Asp Lys 
680 685 690 
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tgt ggg gtg tgt ggg ggc aaa ggc act gcc tgt agg aag ate tec ggt 2407 

Cys Gly Val Cys Gly Gly Lys Gly Thr Ala Cys Arg Lys He Ser Gly 

695 700 705 710 

5 

tct ttc ace ccc ttc agt tat gigc tac aat gac att gte aec ate cca' 2455 

Ser Phe Thr Pro Phe Ser Tyr Gly Tyr Asn Asp He Val Thr He Pro 
715 720 725 

10 get ggt gcc aca aac att gat gtg aaa cag egg agt cac cca ggg gtc 2503 
Ala Gly Ala Thr Asn He Asp Val Lys Gin Arg Ser His Pro Gly Val 
730 735 740 

agg aac gac ggc age tac etg gcg etg aag aca gee aat ggg cag tac 2551 
15 Arg Asn Asp Gly Ser Tyr Leu Ala Leu Lys Thr Ala Asn Gly Gin Tyr 
745 750 755 

etg etc aat ggt aac etg gcc ate tct gcc ata gag caa gac ate ttg 2599 
Leu Leu Asn Gly Asn Leu Ala He Ser Ala He Glu Gin Asp He Leu 
20 760 765 770 

gtg aag ggg aec ate etg aag tac agt ggc tec atg get ace etg gag 2647 

Val Lys Gly Thr He Leu Lys Tyr Ser Gly Ser Met Ala Thr Leu Glu 
775 780 785 790 

25 

egg etg cag age ttc cag gcc etg cct gag cet ctt aca gta cag etc 2695 

Arg Leu Gin Ser Phe Gin Ala Leu Pro Glu Pro Leu Thr Val Gin Leu 
795 800 805 

30 etg act gtg tct ggt gag gtc ttc cct cca aaa gtc aga tat ace ttc 2743 
Leu Thr Val Ser Gly Glu Val Phe Pro Pro Lys Val Arg Tyr Thr Phe 
810 815 820 

ttt gtc ccc aat gac atg gac ttc age gtg cag aat age aag gaa aga 2791 
3 5 Phe Val Pro Asn Asp Met Asp Phe Ser Val Gin Asn Ser Lys Glu Arg 
825 830 835 

gea ace ace aac ate att cag tea etg ccc tct gcg gag tgg gtt etg 2839 
Ala Thr Thr Asn He He Gin Ser Leu Pro Ser Ala Glu Trp Val Leu 
40 840 845 850 

gga gac tgg tct gaa tgt ccg age acg tgc aga ggt age tgg cag egg 2887 
Gly Asp Trp Ser Glu Cys Pro Ser Thr Cys Arg Gly Ser Trp Gin Arg 
855 860 865 870 

45 

egg act gtg gaa tgc agg gac ccc tea ggt cag gcc tct gac ace tgt 2935 
Arg Thr Val Glu Cys Arg Asp Pro Ser Gly Gin Ala Ser Asp Thr Cys 
875 880 885 

50 gat gag get etg aaa cct gag gat gee aag ccc tgt gga age cag ccg 2983 
Asp Glu Ala Leu Lys Pro Glu Asp Ala Lys Pro Cys Gly Ser Gin Pro 
890 895 900 

tgt ccc etc tgatcccctt ggtggaaatc tettaggctt atggatttgg 3032 
55 Cys Pro Leu 
905 

gctaetggtg taacagacaa aggtcccctc caaggtgata ctacatatca agatggcacg 3092 

60 gccctttcag gccttctatt actacaaccc cttgggtact acctaattca taaggaagag 3152 

agaagagggt ataagggtaa cagattgtaa agttgactgt ctggtggact ggaccttgct 3212 

tatgaccaag aagtcgggat aggttaaaag gtagaagtgc acttattgat ccaaatggga 3272 

gatttcagag ccagtctctt tgeaaaggac tagcaaaget aaatgaaaaa gaagaatttt 3332 
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ttttttctat ttggtttccc caataatcaa tctacctcac agcggggaaa aatcagtata 3392 
caagaggtat aaggccaggt gttggcagtg aacgccaaag caagctccat aggtatctcc 3452 

5 

aagctatctt cagaaatgtc cgtggctgtt ttcagtatta aaatctgttg tctaaaaggg 3512 
cagcagtgtc catcacaggg ttatagaaag ccacttttct caggctgcca cctgctgggg 3572 
10 cggacccatt tcaagtattt atgcaaatat gtctccgaac taaagtgtgt cttacaccaa 3632 
aagngc 363 8 

15 <210> 9 
<211> 905 
<212> PRT 

<213> MUS musculus AOAMTS-8 

20 <400> 9 ^ 

Met Leu Arg Asp Pro Thr Thr Thr Gly Trp Pro Pro Leu Leu Leu Leu 
15 10 15 

Leu Leu Gin Leu Pro Pro Pro Pro Leu Val Cys Gly Ala Pro Ala Gly 
25 20 25 30 

Pro Gly Thr Gly Ala Gin Ala Ser Glu Leu Val Val Pro Thr Arg Leu 
35 40 45 

30 Pro Gly Ser Ala Ser Glu Leu Ala Phe His Leu Ser Ala Phe Gly Gin 
50 55 60 

Gly Phe Val Leu Arg Leu Ala Pro Asp Ala Ser Phe Leu Ala Pro Glu 
65 70 75 80 

35 

Phe Lys lie Glu Arg Leu Gly Gly Ser Ser Ala Ala Ala Gly Gly Glu 
85 90 95 

Pro Gly Leu Arg Gly Cys Phe Phe Ser Gly Thr Val Asn Gly Glu Arg 
40 100 105 110 

Glu Ser Leu Ala Ala Met Ser Cys Val Ala Gly Trp Ser Gly Ser Phe 
115 120 125 

4 5 Leu Leu Ala Gly Glu Glu Phe Thr lie Gin Pro Gin Gly Ala Gly Asp 
130 135 140 

Ser Leu Asp Gin Pro His Arg Leu Gin Arg Trp Gly Pro Gly Gin Arg 
145 150 155 160 

50 

Arg Glu Asp Pro Gly Leu Ala Ala Ala Glu Val Phe Pro Leu Pro Gin 
165 170 175 

Gly Leu Glu Trp Glu Val Glu Met Gly Asn Gly Gin Gly Gin Glu Arg 
55 180 185 190 

Ser Asp Asn Glu Glu Asp Lys Lys Gin Asp Lys Glu Gly Leu Leu Lys 
195 200 205 

60 Glu Thr Glu Asp Ser Arg Lys Val Pro Pro Pro Phe Gly Ser Lys Thr 
210 215 220 

Arg Ser Lys Arg Phe Val Ser Glu Ala Arg Phe Val Glu Thr Leu Leu 

225 230 235 240 

65 

Val Ala Asp Ala Ser Met Ala Ala Phe Tyr Gly Thr Asp Leu Gin Asn 
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245 250 255 

His He Leu Thr val Met Ser Met Ala Ala Arg He Tyr Lys His Pro 
260 265 270 

5 

Ser He Arg Asn Ser Val Asn Leu Val Val Val Lys Val Leu He Val" 
275 280 285 

Glu Lys Glu Arg Trp Gly Pro Glu Val Ser Asp Asn Gly Gly Leu Thr 
10 290 295 300 

Leu Arg Asn Phe Cys Ser Trp Gin Arg Arg Phe Asn Lys Pro Ser Asp 
305 310 315 320 

15 Arg His Pro Glu His Tyr Asp Thr Ala He Leu Phe Thr Arg Gin Asn 
325 330 335 

Phe Cys Gly Lys Gly Glu Gin Cys Asp Thr Leu Gly Met Ala Asp Val 
340 345 350 

20 

Gly Thr He Cys Asp Pro Asp Lys Ser Cys Ser Val He Lys Asp Glu 
355 360 365 

Gly Leu Gin Ala Ala Tyr Thr Leu Ala His Glu Leu Gly His Val Leu 
25 370 375 380 

Ser Met Pro His Asp Asp Ser Lys Pro Cys Val Arg Leu Phe Gly Pro 
385 390 395 400 

30 Met Gly Lys Tyr His Met Met Ala Pro Phe Phe He His Val Asn Lys 
405 410 415 

Thr Leu Pro Trp Ser Pro Cys Ser Ala Val Tyr Leu Thr Glu Leu Leu 
420 425 430 

35 

Asp Asp Gly His Gly Asp Cys Leu Leu Asp Ala Pro Thr Ser Val Leu 
435 440 445 

Pro Leu Pro Thr Gly Leu Pro Gly His Ser Thr Leu Tyr Glu Leu Asp 
40 450 455 460 

Gin Gin Cys Lys Gin He Phe Gly Pro Asp Phe Arg His Cys Pro Asn 
465 470 475 480 

45 Thr Ser Val Glu Asp He Cys Val Gin Leu Cys Ala Arg His Arg Asp 
485 490 495 

Ser Asp Glu Pro He Cys His Thr Lys Asn Gly Ser Leu Leu Trp Ala 
500 505 510 

50 

Asp Gly Thr Pro Cys Gly Pro Gly His Leu Cys Leu Asp Gly Ser Cys 
515 520 525 

Val Leu Lys Glu Asp Val Glu Asn Pro Lys Ala Val Val Asp Gly Asp 
55 530 535 540 

Trp Gly Pro Trp Arg Pro Trp Gly Gin Cys Ser Arg' Thr Cys Gly Gly 
545 550 555 560 

60 Gly He Gin Phe Ser Asn Arg Glu Cys Asp Asn Pro Met Pro Gin Asn 
565 570 575 

Gly Gly Arg Phe Cys Leu Gly Glu Arg Val Lys Tyr Gin Ser Cys Asn 
580 585 590 

65 

Thr Glu Glu Cys Pro Pro Asn Gly" Lys Ser Phe Arg Glu Gin Gin Cys 
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595 600 605 

Glu Lys Tyr Asn Ala Tyr Asn His Thr Asp Leu Asp Gly Asn Phe Leu 
610 615 620 

5 

Gin Trp Val Pro Lys Tyr Ser Gly Val Ser Pro Arg Asp Arg Cys Lys 
625 630 635 640 

Leu Phe Cys Arg Ala Arg Gly Arg Ser Glu Phe Lys Val Phe Glu Ala 
10 645 650 655 

Lys Val lie Asp Gly Thr Leu Cys Gly Pro Asp Thr Leu Ser lie Cys 
660 665 670 

15 Val Arg Gly Gin Cys Val Lys Ala Gly Cys Asp His Val Val Asn Ser 
675 680 685 

Pro Lys Lys Leu Asp Lys Cys Gly Val Cys Gly Gly Lys Gly Thr Ala 
690 695 700 

20 

Cys Arg Lys lie Ser Gly Ser Phe Thr Pro Phe Ser Tyr Gly Tyr Asn 
705 710 715 720 

Asp lie Val Thr lie Pro Ala Gly Ala Thr Asn lie Asp Val Lys Gin 
25 725 730 735 

Arg Ser His Pro Gly Val Arg Asn Asp Gly Ser Tyr Leu Ala Leu Lys 
740 745 750 

3 0 Thr Ala Asn Gly Gin Tyr Leu Leu Asn Gly Asn Leu Ala He Ser Ala 

755 760 765 

He Glu Gin Asp He Leu Val Lys Gly Thr He Leu Lys Tyr Ser Gly 
770 775 780 

35 

Ser Met Ala Thr Leu Glu Arg Leu Gin Ser Phe Gin Ala Leu Pro Glu 
785 790 795 800 

Pro Leu Thr Val Gin Leu Leu Thr Val Ser Gly Glu Val Phe Pro Pro 
40 805 810 815 

Lys Val Arg Tyr Thr Phe Phe Val Pro Asn Asp Met Asp Phe Ser Val 
820 825 830 

4 5 Gin Asn Ser Lys Glu Arg Ala Thr Thr Asn He He Gin Ser Leu Pro 

835 840 845 

Ser Ala Glu Trp Val Leu Gly Asp Trp Ser Glu Cys Pro Ser Thr Cys 
850 855 860 

SO 

Arg Gly Ser Trp Gin Arg Arg Thr Val Glu Cys Arg Asp Pro Ser Gly 
865 870 875 880 

Gin Ala Ser Asp Thr Cys Asp Glu Ala Leu Lys Pro Glu Asp Ala Lys 
55 885 890 895 

Pro Cys Gly Ser Gin Pro Cys Pro Leu 
900 905 

60 

<210> 10 
<211> 739 
<212> DNA 
65 <213> Homo sapiens ADAMTS-8 
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<220> 

<221> CDS 

<222> (3) . . (737) 

5 <400> 10 

eg agg gca gaa ggc get age gag eeg eea ceg ccc ctg ggg gee acg " 47 

Arg Ala Glu Gly Ala Ser Glu Pro Pro Pro Pro Leu Gly Ala Thr 
15 10 15 

10 agt agg acc aag egg ttt gtg tct gag gcg ege ttc gtg gag acg ctg 95 
Ser Arg Thr Lys Arg Phe Val Ser Glu Ala Arg Phe val Glu Thr Leu 
20 25 30 

ctg gtg gee gat geg tee atg get gee ttc tae ggg gee gae ctg cag 14 3 
15 Leu Val Ala Asp Ala Ser Met Ala Ala Phe Tyr Gly Ala Asp Leu Gin 
35 40 45 

aae eae ate ctg acg tta atg tct gtg gca gee ega ate tae aag cac 191 
Asn His lie Leu Thr Leu Met Ser Val Ala Ala Arg lie Tyr Lys His 
20 50 55 60 

ccc age ate aag aat tec ate aac ctg atg gtg gta aaa gtg ctg ate 239 

Pro Ser lie Lys Asn Ser lie Asn Leu Met Val Val Lys Val Leu He 

65 70 75 

25 

gta gaa gat gaa aaa tgg ggc eea gag gtg tee gae aat ggg ggg ett 287 

Val Glu Asp Glu Lys Trp Gly Pro Glu Val Ser Asp Asn Gly Gly Leu 

80 85 90 95 

30 aea ctg cgt aae ttc tgc aae tgg cag egg cgt ttc aac cag ccc age 335 
Thr Leu Arg Asn Phe Cys Asn Trp Gin Arg Arg Phe Asn Gin Pro Ser 
100 105 110 

gae cgc cac eea gag cac tae gae acg gee ate ctg etc acc aga cag 383 
35 Asp Arg His Pro Glu His Tyr Asp Thr Ala lie Leu Leu Thr Arg Gin 
115 120 125 

aac ttc tgt ggg cag gag ggg ctg tgt gae ace ctg ggt gtg gca gae 431 
Asn Phe Cys Gly Gin Glu Gly Leu Cys Asp Thr Leu Gly Val Ala Asp 
40 130 135 140 

ate ggg ace att tgt gae ccc aac aaa age tgc tec gtg ate gag gat 479 

He Gly Thr He Cys Asp Pro Asn Lys Ser Cys Ser Val He Glu Asp 

145 150 155 

45 

gag ggg etc cag gcg gee eae acc ctg gee cat gaa eta ggg cac gte 527 

Glu Gly Leu Gin Ala Ala His Thr Leu Ala His Glu Leu Gly His Val 

160 165 170 175 

SO etc age atg ccc cac gae gae tee aag ccc tgc aea egg etc ttc ggg 575 
Leu Ser Met Pro His Asp Asp Ser Lys Pro Cys Thr Arg Leu Phe Gly 
180 185 190 

ccc atg ggc aag cac cac gtg atg gca ccg ctg ttc gte cac ctg aae 623 
55 Pro Met Gly Lys His His Val Met Ala Pro Leu Phe Val His Leu Asn 
195 200 205 

cag acg ctg ccc tgg tec ccc tgc age gee atg ttc tea ggc tgc eae 671 
Gin Thr Leu Pro Trp Ser Pro Cys Ser Ala Met Phe Ser Gly Cys His 
60 210 215 220 

ctg cag ggg tgg ate cat ttc aag tat tta tgc aaa tgt gte tct gaa 719 
Leu Gin Gly Trp He His Phe Lys Tyr Leu Cys Lys Cys Val^ Ser Glu 
225 230 235 



65 



eta aag tgt gat ctt atg cc 739 
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Leu Lys Cys Asp Leu Met 
240 245 



5 <210> 11 
<211> 245 
<212> PRT 

<213> Homo sapiens ADAMTS-8 
10 <400> 11 

Arg Ala Glu Gly Ala Ser Glu Pro Pro Pro Pro Leu Gly Ala Thr Ser 
15 10 15 

Arg Thr Lys Arg Phe Val Ser Glu Ala Arg Phe Val Glu Thr Leu Leu 
15 20 25 30 

- Val Ala Asp Ala Ser Met Ala Ala Phe Tyr Gly Ala Asp Leu Gin Asn 
35 40 45 

20 His lie Leu Thr Leu Met Ser Val Ala Ala Arg lie Tyr Lys His Pro 
50 55 60 

Ser lie Lys Asn Ser lie Asn Leu Met Val Val Lys Val Leu lie Val 
65 70 75 80 

25 

Glu Asp Glu Lys Trp Gly Pro Glu Val Ser Asp Asn Gly Gly Leu Thr 
85 90 95 

Leu Arg Asn Phe Cys Asn Trp Gin Arg Arg Phe Asn Gin Pro Ser Asp 
30 100 105 110 

Arg His Pro Glu His Tyr Asp Thr Ala He Leu Leu Thr Arg Gin Asn 
115 120 125 

35 Phe Cys Gly Gin Glu Gly Leu Cys Asp Thr Leu Gly Val Ala Asp He 
130 135 140 

Gly Thr He Cys Asp Pro Asn Lys Ser Cys Ser Val He Glu Asp Glu 
145 150 155 160 

40 

Gly Leu Gin Ala Ala His Thr Leu Ala His Glu Leu Gly His Val Leu 
165 170 175 

Ser Met Pro His Asp Asp Ser Lys Pro Cys Thr Arg Leu Phe Gly Pro 
45 ISO 185 190 

Met Gly Lys His His Val Met Ala Pro Leu Phe Val His Leu Asn Gin 
195 200 205 

50 Thr Leu Pro Trp Ser Pro Cys Ser Ala Met Phe Ser Gly Cys His Leu 
210 215 220 

Gin Gly Trp He His Phe Lys Tyr Leu Cys Lys Cys Val Ser Glu Leu 
225 230 235 240 

55 

Lye Cys Asp Leu Met 
245 



60 

<210> 12 
<211> 5804 
<212> DNA 

<213> Homo sapiens ADAMTS-9 

65 

<220> 
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<221> CDS 

<222> (3) . . (5648) 

<220> 

5 <221> misc_f eature 
<222> (1563) . . (1565) 

<220> 

<221> misc_f eature 
10 <222> (1404) (1406) 

<400> 12 

ga age acc atg cag ttt gta tec tgg gcc aca ctg eta acg etc ctg 47 
Ser Thr Met Gin Phe Val Ser Trp Ala Thr Leu Leu Thr Leu Leu 
15 1 5 10 15 

gcg egg gac etg gcc gag atg ggg age eca gac gee gcg gcg gee gtg 95 

Val Arg Asp Leu Ala Glu Met Gly Ser Pro Asp Ala Ala Ala Ala Val 
20 25 30 

20 

cgc aag gac agg ctg cac ccg agg eaa gtg aaa tta tta gag acc ctg 143 

Arg Lys Asp Arg Leu His Pro Arg Gin Val Lys Leu Leu Glu Thr Leu 
35 40 45 

25 age gaa tae gaa ate gtg tct cee ate ega gtg aac get etc gga gaa 191 
Ser Glu Tyr Glu lie Val Ser Pro lie Arg Val Asn Ala Leu Gly Glu 
50 55 60 

cee ttt ecc aeg aac gtc cac ttc aaa aga acg ega egg age att aae 23 9 
30 Pro Phe Pro Thr Asn Val His Phe Lys Arg Thr Arg Arg Ser lie Asn 
65 70 75 

tct gcc act gac cee tgg cct gcc ttc gcc tee tec tct tec tec tct 287 
Ser Ala Thr Asp Pro Trp Pro Ala Phe Ala Ser Ser Ser Ser Ser Ser 
35 80 85 90 95 

acc tec tec cag gcg cat tac cgc etc tct gee ttc ggc cag cag ttt 335 

Thr Ser Ser Gin Ala His Tyr Arg Leu Ser Ala Phe Gly Gin Gin Phe 
100 105 110 

40 

eta ttt aat etc ace gcc aat gcc gga ttt ate get eca ctg ttc act 383 

Leu Phe Asn Leu Thr Ala Asn Ala Gly Phe lie Ala Pro Leu Phe Thr 
115 120 125 

45 gtc acc etc ctt ggg acg ecc ggg gtg aat cag acc aag ttt tat tec 431 
Val Thr Leu Leu Gly Thr Pro Gly Val Asn Gin Thr Lys Phe Tyr Ser 
130 135 140 

gaa gag gaa gcg gaa eta aag cac tgt ttc tac aaa agg eta tgt eaa 479 
50 Glu Glu Glu Ala Glu Leu Lys His Cys Phe Tyr Lys Arg Leu Cys Gin 
145 150 155 

tac eaa etc ega gea cac ggc cgt cat cag cct ctg etc agg aat gaa 527 
Tyr Gin Leu Arg Ala His Gly Arg His Gin Pro Leu Leu Arg Asn Glu 
55 160 165 170 175 

cac aaa aat agg cac agt aaa gac aag aag aaa ace aga gea aga aaa 575 

His Lys Asn Arg His Ser Lys Asp Lys Lys Lys Thr Arg Ala Arg Lys 
180 185 190 

60 

tgg gga gaa agg att aac ctg get ggt gac gta gea gea tta aac age 623 

Trp Gly Glu Arg lie Asn Leu Ala Gly Asp Val Ala Ala Leu Asn Ser 
195 200 205 

65 ggc tta gea aca gag gea ttt tct get tat ggt aat aag acg gac aac 671 
Gly Leu Ala Thr Glu Ala Phe Ser Ala Tyr Gly Asn Lys Thr Asp Asn 
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210 215 220 

aca aga gaa aag agg acc cac aga agg aca aaa cgt ttt tta tec tat 719 
Thr Arg Glu Lys Arg Thr His Arg Arg Thr Lys Arg Phe Leu Ser Tyr 
5 225 230 235 

cca egg ttt gta gaa gte ttg gtg gtg gca gac aac aga atg gtt tea 767 

Pro Arg Phe Val Glu Val Leu Val Val Ala Asp Asn Arg Met Val Ser 

240 245 250 255 

10 

tac cat gga gaa aac ctt caa eae tat att tta act tta atg tea att 815 

Tyr His Gly Glu Asn Leu Gin His Tyr lie Leu Thr. Leu Met Ser lie 

260 265 270 

15 gta gee tet ate tat aaa gac cca agt att gga aat tta att aat att 863 

Val Ala Ser He Tyr Lys Asp Pro Ser He Gly Asn Leu He Asn He 
275 280 285 

gtt att gtg aac tta att gtg att cat aat gaa eag gat ggg cet tee 911 

20 Val He Val Asn Leu He Val He His Asn Glu Gin Asp Gly Pro Ser 
290 295 300 

ata tet ttt aat get eag aea aca tta aaa aac ttt tge eag tgg eag 959 

He Ser Phe Asn Ala Gin Thr Thr Leu Lys Asn Phe Cys Gin Trp Gin 
25 305 310 315 

cat teg aac agt cca ggt gga ate eat cat gat act get gtt etc tta 1007 

His Ser Asn Ser Pro Gly Gly He His His Asp Thr Ala Val Leu Leu 
320 325 330 335 

30 

aca aga cag gat ate tgc aga get cac gac aaa tgt gat acc tta ggc 1055 

Thr Arg Gin Asp He Cys Arg Ala His Asp Lys Cys Asp Thr Leu Gly 

340 345 350 

35 ctg get gaa etg gga acc att tgt gat cec tat aga age tgt tet att 1103 

Leu Ala Glu Leu Gly Thr He Cys Asp Pro Tyr Arg Ser Cys Ser He 
355 360 365 

agt gaa gat agt gga ttg agt aea get ttt aeg ate gee eat gag etg 1151 

40 Ser Glu Asp Ser Gly Leu Ser Thr Ala Phe Thr He Ala His Glu Leu 
370 375 380 

ggc cat gtg ttt aac atg cet cat gat gac aac aac aaa tgt aaa gaa 1199 

Gly His Val Phe Asn Met Pro His Asp Asp Asn Asn Lys Cys Lys Glu 
45 385 390 395 

gaa gga gtt aag agt ccc cag cat gte atg get cca aca ctg aac ttc 1247 

Glu Gly Val Lys Ser Pro Gin His Val Met Ala Pro Thr Leu Asn Phe 
400 405 410 415 

50 

tac ace aac ece tgg atg tgg tea aag tgt agt ega aaa tat ate act 1295 

Tyr Thr Asn Pro Trp Met Trp Ser Lys Cys Ser Arg Lys Tyr He Thr 

420 425 430 

55 gag ttt tta gac act ggt tat ggc gag tgt ttg ctt aac gaa ect gaa 1343 

Glu Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu Asn Glu Pro Glu 
435 440 445 

tec aga ccc tac ect ttg cet gte caa ctg cca ggc ate ctt tac aac 1391 

60 Ser Arg Pro Tyr Pro Leu Pro Val Gin Leu Pro Gly He Leu Tyr Asn 
450 455 460 

gtg aat aaa caa tgn gaa ttg att ttt gga cca ggt tet cag gtg tge 143 9 

Val Asn Lys Gin Xaa Glu Leu He Phe Gly Pro Gly Ser Gin Val Cys 
65 465 470 475 
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cca tat atg atg cag tgc aga egg etc tgg tge aat aac gtc aat gga 1487 
Pro. Tyr Met Met Gin Cys Arg Arg Leu Trp Cys Asn Asn Val Asn Gly 
480 485 490 495 

5 gta cac aaa ggc tgc egg act cag cac aca cec tgg gee gat ggg aeg' 1535 
Val His Lys Gly Cys Arg Thr Gin His Thr Pro Trp Ala Asp Gly Thr 
500 505 510 

gag tgc gag cct gga aag cac tgc aag nat gga ttt tgt gtt ccc aaa 1583 
10 Glu Cys Glu Pro Gly Lys His Cys Lys Xaa Gly Phe Cys Val Pro Lys 
515 520 525 

gaa atg gat gtc ccc gtg aca gat gga tec tgg gga agt tgg agt ccc 1631 
Glu Met Asp Val Pro Val Thr Asp Gly Ser Trp Gly Ser Trp Ser Pro 
15 530 535 ^ 540 

ttt gga acc tgc tec aga aca tgt gga ggg ggc ate aaa aca gee att 1679 

Phe Gly Thr Cys Ser Arg Thr Cys Gly Gly Gly He Lys Thr Ala He 

545 550 555 

20 

cga gag tgc aac aga cca gaa cca aaa aat ggt gga aaa tac tgt gta 1727 

Arg Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly Lys Tyr Cys Val 
560 565 570 575 

25 gga cgt aga atg aaa ttt aag tec tgc aac acg gag cca tgt etc aag 1775 
Gly Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu Pro Cys Leu Lys 
580 585 590 

cag aag cga gac tte cga gat gaa cag tgt get cac ttt gac ggg aag 1823 
30 Gin Lys Arg Asp Phe Arg Asp Glu Gin Cys Ala His Phe Asp Gly Lys 
595 600 605 

cat ttt aac ate aac ggt ctg ctt ccc aat gtg cgc tgg gtc cct aaa 1871 
His Phe Asn He Asn Gly Leu Leu Pro Asn Val Arg Trp Val Pro Lys 
35 610 615 620 

tac agt gga att ctg atg aag gac egg tgc aag ttg tte tgc aga gtg 1919 

Tyr Ser Gly He Leu Met Lys Asp Arg Cys Lys Leu Phe* Cys Arg Val 
625 630 635 

40 

gca ggg aac aca gee tac tat eag ctt cga gac aga gtg ata gat gga 1967 

Ala Gly Asn Thr Ala Tyr Tyr Gin Leu Arg Asp Arg Val He Asp Gly 
640 645 650 655 

45 act cct tgt ggc eag gac aca aat gat ate tgt gtc eag ggc ctt tgc 2015 
Thr Pro Cys Gly Gin Asp Thr Asn Asp He Cys Val Gin Gly Leu Cys 
660 665 670 

egg caa get gga tgc gat eat gtt tta aac tea aaa gee egg aga gat 2063 
50 Arg Gin Ala. Gly Cys Asp His Val Leu Asn Ser Lys Ala Arg Arg Asp 
675 680 685 

aaa tgc ggg gtt tgt ggt ggc gat aat tet tea tgc aaa aca gtg gca 2111 
Lys Cys Gly Val Cys Gly Gly Asp Asn Ser Ser Cys Lys Thr Val Ala 
55 690 695 700 

gga aca ttt aat aca gta eat tat ggt tac aat act gtg gtc cga att 2159 

Gly Thr Phe Asn Thr Val His Tyr Gly Tyr Asn Thr Val Val Arg He. 
705 710 715 

60 

cca get ggt get acc aat att gat gtg egg cag cac agt tte tea ggg 2207 

Pro Ala Gly Ala Thr Asn He Asp Val Arg Gin His Ser Phe Ser Gly. 
720 725 730 735 

65 gaa aca gac gat gac aac tac tta get tta tea age agt aaa ggt gaa 22 55 
Glu Thr Asp Asp Asp Asn Tyr Leu Ala Leu Ser Ser Ser Lys Gly Glu 



BNSDOCID; <WO_0111074A2_IA> 



wo 01/011074 



32 



PCT/USOO/21223 



740 745 750 

ttc ttg eta aat gga aac ttt gtt gtc aca atg gcc aaa agg gaa att 2303 
Phe Leu Leu Asn Gly Asn Phe Val Val Thr Met Ala Lys Arg Glu lie 
5 755 760 765 

cgc att ggg aat get gtg gta gag tac agt ggg tec gag act gcc gta 2351 

Arg He Gly Asn Ala Val Val Glu Tyr Ser Gly Ser Glu Thr Ala Val 

770 775 780 

10 

gaa aga att aae tea aea gat cge att gag eaa gaa ctt ttg ctt cag 2399 

Glu Arg He Asn Ser Thr Asp Arg lie Glu Gin Glu Leu Leu Leu. Gin 
785 790 795 

15 gtt ttg teg gtg gga aag ttg tac aac cce gat gta cgc tat tct ttc 2447 
Val Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val Arg Tyr Ser Phe 
800 805 810 815 

aat att cca att gaa gat aaa cct cag cag ttt tac tgg aac agt cat 24 95 
20 Asn lie Pro He Glu Asp Lys Pro Gin Gin Phe Tyr Trp Asn Ser His 
820 825 830 

ggg eea tgg caa gea tgc agt aaa ecc tgc caa ggg gaa egg aaa ega 2543 
Gly Pro Trp Gin Ala Cys Ser Lys Pro Cys Gin Gly Glu Arg Lys Arg 
25 835 840 845 

aaa ett gtt tge ace agg gaa tet gat cag ctt act gtt tet gat caa 2591 

Lys Leu Val Cys Thr Arg Glu Ser Asp Gin Leu Thr Val Ser Asp Gin 
850 855 860 

30 

aga tgc gat egg ctg cce cag cct gga cae att act gaa ecc tgt ggt 263 9 

Arg Cys Asp Arg Leu Pro Gin Pro Gly His He Thr Glu Pro Cys Gly 
865 870 875 

35 aca ggc tgt gac ctg agg tgg cat gtt gcc age agg agt gaa tgt agt 2687 
Thr Gly Cys Asp Leu Arg Trp His Val Ala Ser Arg Ser Glu Cys Ser 
880 885 890 895 

gee cag tgt ggc ttg ggt tac cgc aca ttg gac ate tac tgt gcc aaa 2735 
40 Ala Gin Cys Gly Leu Gly Tyr Arg Thr Leu Asp He Tyr Cys Ala Lys 
900 905 910 

tat age agg ctg gat ggg aag act gag aag gtt gat gat ggt ttt tgc 2783 
Tyr Ser Arg Leu Asp Gly Lys Thr Glu Lys Val Asp Asp Gly Phe Cys 
45 915 920 925 

age age cat cce aaa cca age aac cgt gaa aaa tgc tea ggg gaa tgt 2831 
Ser Ser His Pro Lys Pro Ser Asn Arg Glu Lys Cys Ser Gly Glu Cys 
930 935 940 

50 

aac acg ggt ggc tgg cgc tat tct gcc tgg act gaa tgt tea aaa age 2879 
Asn Thr Gly Gly Trp Arg Tyr Ser Ala Trp Thr Glu Cys Ser Lys Ser 
945 950 955 

55 tgt gac ggt ggg acc cag agg aga agg get att tgt gtc aat ace ega 2927 
Cys Asp Gly Gly Thr Gin Arg Arg Arg Ala He Cys Val Asn Thr Arg 
960 965 970 975 

aat gat gta ctg gat gac age aaa tgc aca cat caa gag aaa gtt acc 2975 
60 Asn Asp Val Leu Asp Asp Ser Lys Cys Thr His Gin Glu Lys Val Thr 
980 985 990 

att cag agg tgc agt gag ttc cct tgt cca cag tgg aaa tct gga gac 3023 
He Gin Arg Cys Ser Glu Phe Pro Cys Pro Gin Trp Lys Ser Gly Asp 
65 995 1000 1005 
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tgg tea gag tgc ttg gtc acc tgt gga aaa ggg cat aag cac age cag 3071 
Trp Ser Glu Cys Leu Val Thr Cys Gly Lys Gly His Lys His Ser Gin 
1010 1015 1020 

5 gtc tgg tgt cag ttt ggt gaa gat cga tta aat gat aga atg tgt gaC 3119 
Val Trp Cys Gin Phe Gly Glu Asp Arg Leu Asn Asp Arg Met Cys Asp 
1025 1030 1035 

cct gag acc aag cca aca tct atg cag act tgt cag cag ccg gaa tgt 3167 
10 Pro Glu Thr Lys Pro Thr Ser Met Gin Thr Cys Gin Gin Pro Glu Cys 
1040 1045 1050 1055 

gca tec tgg cag gcg ggt cec tgg gta cag tgc agt gtc act tgt gga 3215 
Ala Ser Trp Gin Ala Gly Pro Trp Val Gin Cys Ser Val Thr Cys Gly 
15 1060 1065 1070 

cag gga tac cag eta aga gca gtg aaa tgc ate att ggg act tat atg 3263 

Gin Gly Tyr Gin Leu Arg Ala Val Lys Cys lie lie Gly Thr Tyr Met 
1075 1080 1085 

20 

tea gtg gta gat gac aat gac tgt aat gca gca act aga cea act gat 3311 

Ser Val Val Asp Asp Asn Asp Cys Asn Ala Ala Thr Arg Pro Thr Asp 
1090 1095 1100 

25 ace cag gac tgt gaa tta cca tea tgt cat cct ccc cca get gee ccg 3359 
Thr Gin Asp Cys Glu Leu Pro Ser Cys His Pro Pro Pro Ala Ala Pro 
1105 1110 1115 

gaa acg agg aga age aca tac agt gca cca aga acc cag tgg cga ttt 3407 
30 Glu Thr Arg Arg Ser Thr Tyr Ser Ala Pro Arg Thr Gin Trp Arg Phe 
1120 1125 1130 1135 

ggg tct tgg acc cca tgc tea gee act tgt ggg aaa ggt acc egg atg 34 55 
Gly Ser Trp Thr Pro Cys Ser Ala Thr Cys Gly Lys Gly Thr Arg Met 
35 1140 1145 1150 

aga tac gtc age tgc cga gat gag aat gge tct gtg get gac gag agt 3503 

Arg Tyr Val Ser Cys Arg Asp Glu Asn Gly Ser Val Ala Asp Glu Ser 
1155 1160 1165 

40 

gee tgt get acc etg cct aga cca gtg gca aag gaa gaa tgt tct gtg 3551 

Ala Cys Ala Thr Leu Pro Arg Pro Val Ala Lys Glu Glu Cys Ser Val 
1170 1175 1180 

45 aca ccc tgt ggg caa tgg aag gee ttg gac tgg age tct tgc tct gtg 3599 
Thr Pro Cys Gly Gin Trp Lys Ala Leu Asp Trp Ser Ser Cys Ser Val 
1185 1190 1195 

acc tgt ggg caa ggt agg gca acc egg caa gtg atg tgt gtc aac tac 3647 
50 Thr Cys Gly Gin Gly Arg Ala Thr Arg .Gin Val Met Cys Val Asn Tyr 
1200 1205 1210 1215 

agt gac cac gtg ate gat egg agt gag tgt gac cag gat tat ate cca 3695 
Ser Asp His Val lie Asp Arg Ser Glu Cys Asp Gin Asp Tyr lie Pro 
55 1220 1225 1230 

gaa act gac cag gac tgt tec atg tea cca tgc cct caa agg acc cca 374 3 

Glu Thr Asp Gin Asp Cys Ser Met Ser Pro Cys Pro Gin Arg Thr Pro 
1235 1240 1245 

60 

gac agt ggc tta get cag cac ccc ttc caa aat gag gac tat cgt cec 3791 

Asp Ser Gly Leu Ala Gin His Pro Phe .Gin Asn Glu Asp Tyr Arg Pro . 
1250 . 1255 1260 

65 egg age gee age ccc age cgc acc cat gtg etc ggt gga aac cag tgg 3839 
Arg Ser Ala Ser Pro Ser Arg Thr His Val Leu Gly Gly Asn Gin Trp 
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1265 1270 1275 

aga act ggc ccc tgg gga gca tgt tec agt acc tgt get ggc gga tec 3887 
Arg Thr Gly Pro Trp Gly Ala Cys Ser Ser Thr Cys Ala Gly Gly Ser 
5 1280 1285 1290 1295' 

cag egg cgt gtt gtt gta tgt cag gat gaa aat gga tac acc gca aac 3935 

Gin Arg Arg Val Val Val Cys Gin Asp Glu Asn Gly Tyr Thr Ala Asn 
1300 1305 1310 

10 

gac tgt gtg gag aga ata aaa ect gat gag eaa aga gee tgt gaa tee 3983 

Asp Cys Val Glu Arg lie Lys Pro Asp Glu Gin Arg Ala Cys Glu Ser 
1315 1320 1325 

15 ggc cet tgt ect cag tgg get tat ggc aac tgg gga gag tge act aag 4031 
Gly Pro Cys Pro Gin Trp Ala Tyr Gly Asn Trp Gly Glu Cys Thr Lys 
1330 1335 1340 

etg tgt ggt gga ggc ata aga aca aga ctg gtg gtc tct cag egg tec 4 079 
20 Leu Cys Gly Gly Gly lie Arg Thr Arg Leu Val Val Ser Gin Arg Ser 
1345 1350 1355 

aac ggt gaa egg ttt cca gat ttg age tgt gaa att ctt gat aaa cet 4127 
Asn Gly Glu Arg Phe Pro Asp Leu Ser Cys Glu lie Leu Asp Lys Pro 
25 1360 1365 1370 1375 

ccc gat cgt gag cag tgt aac aca cat get tgt cca cac gac get gca 4175 

Pro Asp Arg Glu Gin Cys Asn Thr His Ala Cys Pro His Asp Ala Ala 
1380 1385 1390 

30 

tgg agt act ggc cet tgg age teg tgt tct gtc tct tgt ggt ega ggg 4 223 

Trp Ser Thr Gly Pro Trp Ser Ser Cys Ser Val Ser Cys Gly Arg Gly 
1395 1400 1405 

35 eat aaa eaa ega aat gtt tac tgc atg gca aaa gat gga age eat tta 4271 
His Lys Gin Arg Asn Val Tyr Cys Met Ala Lys Asp Gly Ser His Leu 
1410 1415 1420 

gaa agt gat tac tgt aag cac ctg get aag cca eat ggg cac aga aag 4319 
40 Glu Ser Asp Tyr Cys Lys His Leu Ala Lys Pro His Gly His Arg Lys 
1425 1430 1435 

tgc ega gga gga aga tgc ccc aaa tgg aaa get ggc get tgg agt cag 4367 
Cys Arg Gly Gly Arg Cys Pro Lys Trp Lys Ala Gly Ala Trp Ser Gin 
45 1440 1445 1450 1455 

tgc tct gtg tec atg ggc ega ggc gta cag cag agg cat gtg ggc tgt 4415 

Cys Ser Val Ser Met Gly Arg Gly Val Gin Gin Arg His Val Gly Cys 
1460 1465 1470 
50 , 

cag ate gga aca cac aaa ata gee aga gag acc gag tge aac cca tac 4463 

Gin lie Gly Thr His Lys lie Ala Arg Glu Thr Glu Cys Asn Pro Tyr 
1475 1480 1485 

55 acc aga ceg gag teg gaa tgc gaa tgc eaa ggc cca egg tgt ccc ctt 4511 
Thr Arg Pro Glu Ser Glu Cys Glu Cys Gin Gly Pro Arg Cys Pro Leu 
1490 1495 1500 

tac act tgg agg gca gag gaa tgg eaa gaa tge acc aag acc tgc ggc 4559 
60 Tyr Thr Trp Arg Ala Glu Glu Trp Gin Glu Cys Thr Lys Thr Cys Gly 
1505 1510 1515 

gaa ggc tec agg tac cge aag gtg gtg tgt gtg gat gac aac aaa aac 4607 
Glu Gly Ser Arg Tyr Arg Lys Val Val Cys Val Asp Asp Asn Lys Asn 
65 1520 1525 1530 1535 
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gag gtg cat ggg gca cgc tgt gac gtg age aag egg ccg gtg gac cgt 4655 

Glu Val His Gly Ala Arg Cys Asp Val Ser Lys Arg Pro Val Asp Arg 

1540 1545 1550 

5 gaa age tgt age ttg eaa ccc tgc gag tat gtc tgg aet aca gga gaa 4703 
Glu Ser Cys Ser Leu Gin Pro Cys Glu Tyr Val Trp Thr Thr Gly Glu' 
1555 1560 1565 

tgg tea gag tgc tea gtg acc tgt gga aaa ggc tac aaa caa agg ctt 4751 

10 Trp Ser Glu Cys Ser Val Thr Cys Gly Lys Gly Tyr Lys Gin Arg Leu 
1570 1575 1580 

gtc teg tgc age gag att tac acc ggg aaa gag aat tat gaa tac age 4799 

Val Ser Cys Ser Glu lie Tyr Thr Gly Lys Glu Asn Tyr Glu Tyr Ser 
15 1585 1590 1595 

tac caa acc acc ate aac tgc cca ggc acg cag ccc ccc agt gtt cac 4847 

Tyr Gin Thr Thr lie Asn Cys Pro Gly Thr Gin Pro Pro Ser Val His 

1600 1605 1610 1615 

20 

ccc tgt tac ctg agg gag tgc cet gtc teg gee acc tgg aga gtt ggc 4895 

Pro Cys Tyr Leu Arg Glu Cys Pro Val Ser Ala Thr Trp Arg Val Gly 

1620 1625 1630 

25 aac tgg ggg age tgc tea gtg tct tgt ggt gtt gga gtg atg eag aga 4943 

Asn Trp Gly Ser Cys Ser Val Ser Cys Gly Val Gly Val Met Gin Arg 
1635 1640 1645 

tct gtg caa tgt tta acc aat gag gac caa ccc age cac tta tgc cac 4991 

3 0 Ser Val Gin Cys Leu Thr Asn Glu Asp Gin Pro Ser His Leu Cys His 
1650 1655 1660 

act gat ctg aag cca gaa gaa cga aaa acc tgc cgt aat gtc tat aac 503 9 

Thr Asp Leu Lys Pro Glu Glu Arg Lys Thr Cys Arg Asn Val Tyr Asn 
35 1665 1670 1675 

tgt gag tta ccc eag aat tgc aag gag gta aaa aga ctt aaa ggt gee 5087 

Cys Glu Leu Pro Gin Asn Cys Lys Glu Val Lys Arg Leu Lys Gly Ala 

1680 1685 1690 1695 



40 



agt gaa gat ggt gaa tat tte ctg atg att aga gga aag ctt ctg aag 5135 
Ser Glu Asp Gly Glu Tyr Phe Leu Met lie Arg Gly Lys Leu Leu Lys 
1700 1705 1710 



45 ata ttc tgt gcg ggg atg cac tct gac cac ccc aaa gag tac gtg aca 5183 

lie Phe Cys Ala Gly Met His Ser Asp His Pro Lys Glu Tyr Val Thr 
1715 1720 1725 

ctg gtg cat gga gac tct gag aat ttc tec gag gtt tat ggg cac agg 5231 

50 Leu Val His Gly Asp Ser Glu Asn Phe Ser Glu Val Tyr Gly His Arg 

1730 1735 1740 

tta cac aac cca aca gaa tgt ccc tat aac ggg age egg cge gat gac 5279 

Leu His Asn Pro Thr Glu Cys Pro Tyr Asn Gly Ser Arg Arg Asp Asp 
55 1745 1750 1755 

tgc caa tgt egg aag gat tac acg gee get ggg ttt tec agt ttt cag 5327 

Cys Gin Cys Arg Lys Asp Tyr Thr Ala Ala Gly Phe Ser Ser Phe Gin 
1760 ' 1765 1770 1775 

60 

aaa ate aga ata gac ctg acc age atg cag ata ate acc act gac tta 5375 

Lys lie Arg lie Asp Leu Thr Ser Met Gin lie lie Thr Thr Asp Leu 
1780 1785 1790 

65 cag ttt gca agg aca age gaa gga eat ccc gtc ect ttt gcc aca gee 5423 

Gin Phe Ala Arg Thr Ser Glu Gly His Pro Val Pro Phe Ala Thr Ala 
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1795 1800 1805 

999 gat tgc tac age get gee aag tgc cca cag ggt egt ttt age ate 5471 
Gly Asp Cys Tyr Ser Ala Ala Lys Cys P^o Gly Arg Phe Ser lie 

5 1810 1815 1820 

aae ctt tat gga ace ggc ttg tct tta act gaa tct gee aga tgg ata 5519 
Asn Leu Tyr Gly Thr Gly Leu Ser Leu Thr Glu Ser Ala Arg Trp lie 
1825 1830 1835 

10 

tea caa ggg aat tat get gte tet gae ate aag aag teg ceg gat ggt 5567 
Ser Gin Gly Asn Tyr Ala Val Ser Asp lie Lys Lys Ser Pro Asp Gly 
1840 1845 1850 1855 

15 aee ega gte gta ggg aaa tgc ggt ggt tae tgt gga aaa tge act eea 5615 
Thr Arg Val Val Gly Lys Cys Gly Gly Tyr Cys Gly Lys Cys Thr Pro 
1860 1865 1870 

tec tet ggt act ggc etg gag gtg ega gtt tta tagetaaggt getttgaaga 5668 ^ 
20 Ser Ser Gly Thr Gly Leu Glu Val Arg Val Leu 
1875 1880 

ggaageeatt atggatggat gaaggatagt aatgcaatae etceacctta atttgggtgc 5728 

25 atgtgtatgt gtgtgtgtgt ttgtgtgtga ettgtatget tgtgtgtgta aatgtgtgta 5788 

catataeata tataca 5804 



30 <210> 13 
<211> 1882 
<212> PRT 

<213> Homo sapiens ADAMTS-9 
35 <400> 13 

Ser Thr Met Gin Phe Val Ser Trp Ala Thr Leu Leu Thr Leu Leu Val 
15 10 15 

Arg Asp Leu Ala Glu Met Gly Ser Pro Asp Ala Ala Ala Ala Val Arg 
40 20 25 30 

Lys Asp Arg Leu His Pro Arg Gin Val Lys Leu Leu Glu Thr Leu Ser 
35 40 45 

45 Glu Tyr Glu lie Val Ser Pro lie Arg Val Asn Ala Leu Gly Glu Pro 
50 55 60 

Phe Pro Thr Asn Val His Phe Lys Arg Thr Arg Arg Ser He Asn Ser 
65 70 75 80 

50 

Ala Thr Asp Pro Trp Pro Ala Phe Ala Ser Ser Ser Ser Ser Ser Thr 
85 90 95 

Ser Ser Gin Ala His Tyr Arg Leu Ser Ala Phe Gly Gin Gin Phe Leu 
55 100 105 110 

Phe Asn Leu Thr Ala Asn Ala Gly Phe He Ala Pro Leu Phe Thr Val 
115 120 125 

60 Thr Leu Leu Gly Thr Pro Gly Val Asn Gin Thr Lys Phe Tyr Ser Glu 
130 135 140 

Glu Glu Ala Glu Leu Lys His Cys Phe Tyr Lys Arg Leu Cys Gin Tyr 

145 150 155 160 

65 

Gin Leu Arg Ala His Gly Arg His Gin Pro Leu Leu Arg Asn Glu His 
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165 170 175 

Lys Asn Arg His Ser Lys Asp Lys Lys Lys Thr Arg Ala Arg Lys Trp 
180 185 190 

5 

Gly Glu Arg lie Asn Leu Ala Gly Asp Val Ala Ala Leu Asn Ser Gly 
195 200 205 

Leu Ala Thr Glu Ala Phe Ser Ala Tyr Gly Asn Lys Thr Asp Asn Thr 
10 210 215 220 

Arg Glu Lys Arg Thr His Arg Arg Thr Lys Arg Phe Leu Ser Tyr Pro 
225 230 235 240 

15 Arg Phe Val Glu Val Leu Val Val Ala Asp Asn Arg Met Val Ser Tyr 
245 250 255 

His Gly Glu Asn Leu Gin His Tyr lie Leu Thr Leu Met Ser He Val 
260 265 270 

20 

Ala Ser He Tyr Lys Asp Pro Ser He Gly Asn Leu He Asn He Val 
275 280 285 

He Val Asn Leu He Val He His Asn Glu Gin Asp Gly Pro Ser He 
25 290 295 300 

Ser Phe Asn Ala Gin Thr Thr Leu Lys Asn Phe Cys Gin Trp Gin His 
305 310 315 320 

3 0 Ser Asn Ser Pro Gly Gly He His His Asp Thr Ala Val Leu Leu Thr 
325 330 335 

Arg Gin Asp He Cys Arg Ala His Asp Lys Cys Asp Thr Leu Gly Leu 
340 345 350 

35 

Ala Glu Leu Gly Thr He Cys Asp Pro Tyr Arg Ser Cys Ser He Ser 
355 360 365 

Glu Asp Ser Gly Leu Ser Thr Ala Phe Thr He Ala His Glu Leu Gly 
40 370 375 380 

His Val Phe Asn Met Pro His Asp Asp Asn Asn Lys Cys Lys Glu Glu 
385 390 395 400 

45 Gly Val Lys Ser Pro Gin His Val Met Ala Pro Thr Leu Asn Phe Tyr 
405 410 415 

Thr Asn Pro Trp Met Trp Ser Lys Cys Ser Arg Lys Tyr He Thr Glu 
420 425 430 

50 

Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu Asn Glu Pro Glu Ser 
435 440 445 

Arg Pro Tyr Pro Leu Pro Val Gin Leu Pro Gly He Leu Tyr Asn Val 
55 450 455 460 

Asn Lys Gin Xaa Glu Leu He Phe Gly Pro Gly Ser Gin Val Cys Pro 
465 470 475 480 

60 Tyr Met Met Gin Cys Arg Arg Leu Trp Cys Asn Asn Val Asn Gly Val 
485 490 495 

His Lys Gly Cys Arg Thr Gin His Thr Pro Trp Ala Asp Gly Thr Glu 
500 505 510 

65 , 

Cys Glu Pro Gly Lys His Cys Lys Xaa Gly Phe Cys Val Pro Lys Glu 
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515 520 525 

Met Asp Val Pro Val Thr Asp Gly Ser Tip Gly Ser Trp Ser Pro Phe 
530 535 540 

5 

Gly Thr Cys Ser Arg Thr Cys Gly Gly Gly lie Lys Thr Ala lie Arg 
545 550 555 560 

Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly Lys Tyr Cys Val Gly 
10 565 570 575 

Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu Pro Cys Leu Lys Gin 
580 585 590 

IS Lys Arg Asp Phe Arg Asp Glu Gin Cys Ala His Phe Asp Gly Lys His 
595 600 605 

Phe Asn lie Asn Gly Leu Leu Pro Asn Val Arg Trp Val Pro Lys Tyr 
610 615 620 

20 

Ser Gly lie Leu Met Lys Asp Arg Cys Lys Leu Phe Cys Arg Val Ala 
625 630 635 640 

Gly Asn Thr Ala Tyr Tyr Gin Leu Arg Asp Arg Val lie Asp Gly Thr 
25 645 650 655 

Pro Cys Gly Gin Asp Thr Asn Asp lie Cys Val Gin Gly Leu Cys Arg 
660 665 670 

30 Gin Ala Gly Cys Asp His Val Leu Asn Ser Lys Ala Arg Arg Asp Lys 
675 680 685 



Cys Gly Val Cys Gly 
690 

35 

Thr Phe Asn Thr Val 
705 



Gly Asp Asn Ser Ser Cys 
695 

His Tyr Gly Tyr Asn Thr 
710 715 



Lys Thr Val Ala Gly 
700 

Val Val Arg He Pro 
720 



Ala Gly Ala Thr Asn He Asp Val Arg Gin His Ser Phe Ser Gly Glu 
40 725 730 735 

Thr Asp Asp Asp Asn Tyr Leu Ala Leu Ser Ser Ser Lys Gly Glu Phe 
740 745 750 

45 Leu Leu Asn Gly Asn Phe Val Val Thr Met Ala Lys Arg Glu lie Arg 
755 760 765 

He Gly Asn Ala Val Val Glu Tyr Ser Gly Ser Glu Thr Ala Val Glu 
770 775 780 

50 

Arg He Asn Ser Thr Asp Arg He Glu Gin Glu Leu Leu Leu Gin Val 
785 790 795 800 

Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val Arg Tyr Ser Phe Asn 
55 805 810 815 

He Pro He Glu Asp Lys Pro Gin Gin Phe Tyr Trp Asn Ser His Gly 
820 825 830 

60 Pro Trp Gin Ala Cys Ser Lys Pro Cys Gin Gly Glu Arg Lys Arg Lys 
835 840 845 

Leu Val Cys Thr Arg Glu Ser Asp Gin Leu Thr Val Ser Asp Gin Arg 
850 855 860 

65 

Cys Asp Arg Leu Pro Gin Pro Gly His He Thr Glu Pro Cys Gly Thr 
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865 870 875 880 

Gly Cys Asp Leu Arg Trp His Val Ala Ser Arg Ser Glu Cys Ser Ala 
885 890 895 

5 

Gin Cys Gly Leu Gly Tyr Arg Thr Leu Asp lie Tyr Cys Ala Lys Tyr 
900 905 910 

Ser Arg Leu Asp Gly Lys Thr Glu Lys Val Asp Asp Gly Phe Cys Ser 
10 915 920 925 

Ser His Pro Lys Pro Ser Asn Arg Glu Lys Cys Ser Gly Glu Cys Asn 
930 935 940 

15 Thr Gly Gly Trp Arg Tyr Ser Ala Trp Thr Glu Cys Ser Lys Ser Cys 
945 950 955 960 

Asp Gly Gly Thr Gin Arg Arg Arg Ala lie Cys Val Asn Thr Arg Asn 
965 970 975 

20 

Asp Val Leu Asp Asp Ser Lys Cys Thr His Gin Glu Lys Val Thr lie 
980 985 990 

Gin Arg Cys Ser Glu Phe Pro Cys Pro Gin Trp Lys Ser Gly Asp Trp 
25 995 1000 1005 

Ser Glu Cys Leu Val Thr Cys Gly Lys Gly His Lys His Ser Gin Val 
1010 1015 1020 

30 Trp Cys Gin Phe Gly Glu Asp Arg Leu Asn Asp Arg Met Cys Asp Pro 
1025 1030 1035 1040 

Glu Thr Lys Pro Thr Ser Met Gin Thr Cys Gin Gin Pro Glu Cys Ala 
1045 1050 1055 

35 

Ser Trp Gin Ala Gly Pro Trp Val Gin Cys Ser Val Thr Cys Gly Gin 
1060 1065 1070 

Gly Tyr Gin Leu Arg Ala Val Lys Cys lie lie Gly Thr Tyr Met Ser 
40 1075 1080 1085 

Val Val Asp Asp Asn Asp Cys Asn Ala Ala Thr Arg Pro Thr Asp Thr 
1090 1095 1100 

4 5 Gin Asp Cys Glu Leu Pro Ser Cys His Pro Pro Pro Ala Ala Pro Glu 
1105 1110 1115 1120 

Thr Arg Arg Ser Thr Tyr Ser Ala Pro Arg Thr Gin Trp Arg Phe Gly 
1125 1130 1135 

50 

Ser Trp Thr Pro Cys Ser Ala Thr Cys Gly Lys Gly Thr Arg Met Arg 
1140 1145 1150 

Tyr Val Ser Cys Arg Asp Glu Asn Gly Ser Val Ala Asp Glu Ser Ala 
55 1155 1160 1165 

Cys Ala Thr Leu Pro Arg Pro Val Ala Lys Glu Glu Cys Ser Val Thr 
1170 1175 1180 

60 Pro Cys Gly Gin Trp Lys Ala Leu Asp Trp Ser Ser Cys Ser Val Thr 
1185 1190 1195 1200 

Cys Gly Gin Gly Arg Ala Thr Arg Gin Val Met Cys Val Asn Tyr Ser 
1205 1210 1215 

Asp His Val lie Asp Arg Ser Glu Cys Asp Gin Asp Tyr lie Pro Glu 
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1220 1225 1230 

Thr Asp Gin Asp Cys Ser Met Ser Pro Cys Pro Gin Arg Thr Pro Asp 
1235 1240 1245 

5 

Ser Gly Leu Ala Gin His Pro Phe Gin Asn Glu Asp Tyr Arg Pro Arg 
1250 1255 1260 

Ser Ala Ser Pro Ser Arg Thr His Val Leu Gly Gly Asn Gin Trp Aro 
10 1265 1270 1275 ' 1280 

Thr Gly Pro Trp Gly Ala Cys Ser Ser Thr Cys Ala Gly Gly Ser Gin 
1285 1290 1295 

15 Arg Arg Val Val Val Cys Gin Asp Glu Asn Gly Tyr Thr Ala Asn Asp 
1300 1305 1310 

Cys Val Glu Arg He Lys Pro Asp Glu Gin Arg Ala Cys Glu Ser Gly 
1315 1320 1325 

20 

Pro Cys Pro Gin Trp Ala Tyr Gly Asn Trp Gly Glu Cys Thr Lys Leu 
1330 1335 1340 

Cys Gly Gly Gly He Arg Thr Arg Leu Val Val Ser Gin Arg Ser Asn 
25 1345 1350 1355 1360 

Gly Glu Arg Phe Pro Asp Leu Ser Cys Glu He Leu Asp Lys Pro Pro 
1365 1370 1375 

30 Asp Arg Glu Gin Cys Asn Thr His Ala Cys Pro His Asp Ala Ala Trp 
1380 1385 1390 

Ser Thr Gly Pro Trp Ser Ser Cys Ser Val Ser Cys Gly Arg Gly His 
1395 1400 1405 

35 

Lys Gin Arg Asn Val Tyr Cys Met Ala Lys Asp Gly Ser His Leu Glu 
1410 1415 1420 

Ser Asp Tyr Cys Lys His Leu Ala Lys Pro His Gly His Arg Lys Cys 
40 1425 1430 1435 1440 

Arg Gly Gly Arg Cys Pro Lys Trp Lys Ala Gly Ala Trp Ser Gin Cys 
1445 1450 1455 

4 5 Ser Val Ser Met Gly Arg Gly Val Gin Gin Arg His Val Gly Cys Gin 
1460 1465 1470 

He Gly Thr His Lys He Ala Arg Glu Thr Glu Cys Asn Pro Tyr Thr 
1475 1480 1485 

50 

Arg Pro Glu Ser Glu Cys Glu Cys Gin Gly Pro Arg Cys Pro Leu Tyr 
1490 1495 1500 

Thr Trp Arg Ala Glu Glu Trp Gin Glu Cys Thr Lys Thr Cys Gly Glu 
55 1505 1510 1515 1520 

Gly Ser Arg Tyr Arg Lys Val Val Cys Val Asp Asp Asn Lys Asn Glu 
1525 1530 1535 

60 Val His Gly Ala Arg Cys Asp Val Ser Lys Arg Pro Val Asp Arg Glu 
1540 1545 1550 

Ser Cys Ser Leu Gin Pro Cys Glu Tyr Val Trp Thr Thr Gly Glu Trp 
1555 1560 1565 

65 

Ser Glu Cys Ser Val Thr Cys Gly Lys Gly Tyr Lys Gin Arg Leu Val 
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1570 1575 1580 

Ser Cys Ser Glu lie Tyr Thr Gly Lys Glu Asn Tyr Glu Tyr Ser Tyr 
1585 1590 1595 1600 

5 

Gin Thr Thr lie Asn Cys Pro Gly Thr Gin Pro Pro Ser Val His Pro* 
1605 1610 1615 

Cys Tyr beu Arg Glu Cys Pro Val Ser Ala Thr Trp Arg Val Gly Asn 
10 1620 1625 1630 

Trp Gly Ser Cys Ser Val Ser Cys Gly Val Gly Val Met Gin Arg Ser 
1635 1640 1645 

15 Val Gin Cys Leu Thr Asn Glu Asp Gin Pro Ser His Leu Cys His Thr 
1650 1655 1660 

Asp Leu Lys Pro Glu Glu Arg Lys Thr Cys Arg Asn Val Tyr Asn Cys 
1665 1670 1675 1680 

20 

Glu Leu Pro Gin Asn Cys Lys Glu Val Lys Arg Leu Lys Gly Ala Ser 
1685 1690 1695 

Glu Asp Gly Glu Tyr Phe Leu Met lie Arg Gly Lys Leu Leu Lys lie 
25 1700 1705 1710 

Phe Cys Ala Gly Met His Ser Asp His Pro Lys Glu Tyr Val Thr Leu 
1715 1720 1725 

30 Val His Gly Asp Ser Glu Asn Phe Ser Glu Val tyr Gly His Arg Leu 
1730 1735 1740 

His Asn Pro Thr Glu Cys Pro Tyr Asn Gly Ser Arg Arg Asp Asp Cys 
1745 1750 1755 1760 

35 

Gin Cys Arg Lys Asp Tyr Thr Ala Ala Gly Phe Ser Ser Phe Gin Lys 
1765 1770 1775 

lie Arg lie Asp Leu Thr Ser Met Gin lie lie Thr Thr Asp Leu Gin 
40 1780 1785 1790 

Phe Ala Arg Thr Ser Glu Gly His Pro Val Pro Phe Ala Thr Ala Gly 
1795 1800 1805 

4 5 Asp Cys Tyr Ser Ala Ala Lys Cys Pro Gin Gly Arg Phe Ser lie Asn 
1810 1815 1820 

Leu Tyr Gly Thr Gly Leu Ser Leu Thr Glu Ser Ala Arg Trp lie Ser 
1825 1830 1835 1840 

50 

Gin Gly Asn Tyr Ala Val Ser Asp He Lys Lys Ser Pro Asp Gly Thr 
1845 1850 1855 

Arg Val Val Gly Lys Cys Gly Gly Tyr Cys Gly Lys Cys Thr Pro Ser 
55 1860 1865 1870 

Ser Gly Thr Gly Leu Glu Val Arg Val Leu 
1875 1880 

60 

<210> 14 . . 
<211> 2625 
<212> DNA 
65 <213> MUS musculus ADAMTS-9 . 
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<220> 

<221> CDS 

<222> (2) . . (2623) 

5 <400> 14 

g cac act gcg gtc ate age ctg tgc tec gga atg atg ggc aeg tte cgc 49 
His Thr Ala Val lie Ser Leu Cys Ser Gly Met Met Gly Thr Phe Arg 
15 10 15 

10 tct cac gat gga gat tat tte att gaa cca ctg cag tet gtg gat gag 97 
Ser His Asp Gly Asp Tyr Phe lie Glu Pro Leu Gin Ser Val Asp Glu 
20 25 30 

caa gag gat gaa gag gaa caa aac aaa ccc cac att att tat agg cac 145 
15 Gin Glu Asp Glu Glu Glu Gin Asn Lys Pro His lie He Tyr Arg His 
35 40 45 

age acc cct cag agg gaa ccc tec aca gga aag cat gee tgt gcc acc 193 
Ser Thr Pro Gin Arg Glu Pro Ser Thr Gly Lys His Ala Cys Ala Thr 
20 50 55 60 

tea gaa etc aaa aat agt cac agt aaa gac aag egg aaa ate aga atg 241 

Ser Glu Leu Lys Asn Ser His Ser Lys Asp Lys Arg Lys He Arg Met 

65 70 75 80 

25 

cga aaa egg aga aag agg aat age ctg get gac gac gtg gea ctg eta 289 

Arg Lys Arg Arg Lys Arg Asn Ser Leu Ala Asp Asp Val Ala Leu Leu 

85 90 95 

30 aag age ggt ttg gca aca aag gtg etc tct ggc tat age aac cag aca 337 
Lys Ser Gly Leu Ala Thr Lys Val Leu Ser Gly Tyr Ser Asn Gin Thr 
100 105 110 

aac aac aca agg gac aga tgg aac cac aaa aga acc aaa cgc ttt ctg 3 85 
3 5 Asn Asn Thr Arg Asp Arg Trp Asn His Lys Arg Thr Lys Arg Phe Leu 
115 120 125 

tec tac cca egg ttt gta gag gtg atg gtg gtg get gac cac agg atg 433 
Ser Tyr Pro Arg Phe Val Glu Val Met Val Val Ala Asp His Arg Met 
40 130 135 140 

gtt tta tac cac gga gea aac ett caa cat tat ate tta acc tta atg 481 

Val Leu Tyr His Gly Ala Asn Leu Gin His Tyr He Leu Thr Leu Met 

145 150 155 160 

45 

tec att gta get tct ate tat aaa gac tea agt att gga aat tta att 529 

Ser He Val Ala Ser He Tyr Lys Asp Ser Ser He Gly Asn Leu He 
165 170 175 

50 aat att gtt att gtg aac tta gtt gtg att cat aat gaa cag gaa gga 577 
Asn He Val He Val Asn Leu Val Val He His Asn Glu Gin Glu Gly 
180 185 190 

cct tac ata aat tte aat gcc cag aca aca tta aag aac ttt tgc cag 625 
55 Pro Tyr He Asn Phe Asn Ala Gin Thr Thr Leu Lys Asn Phe Cys Gin 
195 200 205 

tgg cag cac tea aag aac tac ttg ggt ggg att cag cac gac aca gcc 673 
Trp Gin His Ser Lys Asn Tyr Leu Gly Gly He Gin His Asp Thr Ala 
60 210 215 220 

gtt ctg gtc aca agg gaa gat ate tgc aga get cag gac aaa tgt gac 721 

Val Leu Val Thr Arg Glu Asp He Cys Arg Ala Gin Asp Lys Cys Asp 
225 230 235 240 

65 

acc tta ggt ett get gaa ctg gga acc att tgc gac ccc tac cga age 769 
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Thr Leu Gly Leu Ala Glu Leu Gly Thr He Cys Asp Pro Tyr Arg Ser 
245 250 255 



817 



tgt tec att agt gaa gac agt ggg ctg age aca get tte aca ata get 
5 Cys Ser He Ser Glu Asp Ser Gly Leu Ser Thr Ala Phe Thr He Ala 
260. 265 270 

cac gag ctg gge cat gtg ttt aat atg cct cac gat gac age aat aaa 
His Glu Leu Gly His Val Phe Asn Met Pro His Asp Asp Ser Asn Lys 
10 275 280 285 

tge aaa gaa gaa gga gtt aag agt ece eag eat gte atg gea cea aca 

Cys Lys Glu Glu Gly Val Lys Ser Pro Gin His Val Met Ala Pro Thr 
290 295 . 300 

15 

ctg aac tte tac ace aac ccc tgg atg tgg tea aag tge agt egg aaa 

Leu Asn Phe Tyr Thr Asn Pro Trp Met Trp Ser Lys Cys Ser Arg Lys 

305 310 315 320 

20 tac ate act gag tte eta gac act ggg tac gga gag tge ttg ctg aat 
Tyr He Thr Glu Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu Asn 
325 330 335 

gaa cet gea tee agg aec tat eet ttg cct tec caa ctg ccc gge ett 
25 Glu Pro Ala Ser Arg Thr Tyr Pro Leu Pro Ser Gin Leu Pro Gly Leu 
340 345 350 

cte tac aac gtg aat aaa caa tgt gaa ctg att ttt ggg cea gge tet 
Leu Tyr Asn Val Asn Lys Gin Cys Glu Leu He Phe Gly Pro Gly Ser 
30 355 360 365 

caa gtg tge ccc tat atg atg eag tge aga egg cte tgg tge aat aat 1153 
Gin Val Cys Pro Tyr Met Met Gin Cys Arg Arg Leu Trp Cys Asn Asn 
370 375 380 



35 



55 



865 



913 



961 



1009 



1057 



1105 



gtg gat gga gea cac aaa gge tge aag act eag cac aeg ccc tgg gea 1201 
Val Asp Gly Ala His Lys Gly Cys Lys Thr Gin His Thr Pro Trp Ala 
385 390 395 400 

40 gat gga aec gag tgt gag eet gga aag cac tge aag ttt gga ttt tgt 1249 
Asp Gly Thr Glu Cys Glu Pro Gly Lys His Cys Lys Phe Gly Phe Cys 
405 410 415 

gtt ccc aaa gaa atg gag gge cct gea att gat gga tec tgg gga ggt 1297 
4 5 Val Pro Lys Glu Met Glu Gly Pro Ala He Asp Gly Ser Trp Gly Gly 
420 425 430 

tgg age cac ttt ggg aec tge tea aga aeg tgt gga gga gge ate aaa 134 5 
Trp Ser His Phe Gly Thr Cys Ser Arg Thr Cys Gly Gly Gly He Lys 
50 435 440 . 445 

aca gee ate aga gag tge aac aga cea gag cea aaa aat ggt ggg aag 1393 
Thr Ala He Arg Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly Lys 
450 455 460 

tac tgt gta gga agg aga atg aag tte aaa tec tge aac aeg gag ccc 1441 
Tyr Cys Val Gly Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu Pro 
465 470 - 475 480 

60 tge atg aag eag aag ega gac tte cga gag gag eag tgt get cac ttt 1489 
Cys Met Lys Gin Lys Arg Asp Phe Arg Glu Glu Gin Cys Ala His Phe 
485 .490 495 

gat gge aaa cac tte aac ate aat ggt ctg ctg ccc age gta ege tgg 1537 
65 Asp Gly Lys His Phe Asn He Asn Gly Leu Leu Pro Ser Val Arg Trp. 

500 505 * 510 
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ttt cct aag cac age gga att ttg atg aag gac egg tgc aag ttg tte 1585 
Phe Pro Lys Tyr Ser Gly lie Leu Met Lys Asp Arg Cys Lys Leu Phe 
515 520 525 

5 

tgc aga gtg gca gga aae aea gee tac tac cag etc cga gac aga gtg 1633 
Cys Arg Val Ala Gly Asn Thr Ala Tyr Tyr Gin Leu Arg Asp Arg Val 
530 535 540 

10 att gac gga ace cct tgt ggc cag gac aca aat gac ate tgt gtc caa 1681 
lie Asp Gly Thr Pro Cys Gly Gin Asp Thr Asn Asp lie Cys Val Gin 
545 550 555 560 

ggc ett tgc egg caa get gga tgt gat cat att tta aac tea aag gtc 1729 
15 Gly Leu Cys Arg Gin Ala Gly Cys Asp His lie Leu Asn Ser Lys Val 
565 570 575 

egg aaa gat aaa tgt ggg att tgt ggt gga gat aat tct tea tge aaa 1777 
Arg Lys Asp Lys Cys Gly lie Cys Gly Gly Asp Asn Ser Ser Cys Lys 
20 580 585 590 

aea gtg gca gga aca ttt aac act gtc cat tat ggt tac aat act gtt 1825 

Thr Val Ala Gly Thr Phe Asn Thr Val His Tyr Gly Tyr Asn Thr Val 
595 600 605 

25 

gtc cga att eeg get ggt get ace age att gac gtg cgt cag cac age 1873 

Val Arg lie Pro Ala Gly Ala Thr Ser lie Asp Val Arg Gin His Ser 
610 615 620 

30 tte tea ggg aag tct gag gat gac aac tac eta get tta tea aae agt 1921 
Phe Ser Gly Lys Ser Glu Asp Asp Asn Tyr Leu Ala Leu Ser Asn Ser 
625 630 635 640 

aaa ggt gaa tte etg eta aat gga gac ttt gtt gtc tec atg tec aaa 1969 
35 Lys Gly Glu Phe Leu Leu Asn Gly Asp Phe Val Val Ser Met Ser Lys 
645 650 655 

agg gag gtc cgc gtg ggg age gcc gtc att gag tac age gga teg gac 2017 
Arg Glu Val Arg Val Gly Ser Ala Val lie Glu Tyr Ser Gly Ser Asp 
40 660 665 670 

aat gtg tgt gaa aga ctg aac tgt acg gac cgt ate gag gaa gaa ett 2065 

Asn Val Cys Glu Arg Leu Asn Cys Thr Asp Arg lie Glu Glu Glu Leu 

675 680 685 

45 

etc ett cag gtg ttg tee gtg gga aag ctg tat aae eea gat gtg egg 2113 

Leu Leu Gin Val Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val Arg 

690 695 700 

50 tac tea tte aat att eee att gag gac aaa cct cag caa ttt tac tgg 2161 
Tyr Ser Phe Asn He Pro He Glu Asp Lys Pro Gin Gin Phe Tyr Trp 
705 710 715 720 

aac agt cac ggg eeg tgg caa gca tgc age aag eee tge caa ggg gag 2209 
55 Asn Ser His Gly Pro Trp Gin Ala Cys Ser Lys Pro Cys Gin Gly Glu 
725 730 735 

egg aga eea aaa ett gtt tge ace agg gag tct gat cag eta ace get 2257 
Arg Arg Pro Lys Leu Val Cys Thr Arg Glu Ser Asp Gin Leu Thr Val 
60 740 745 750 

tct gat caa aga tgt gac egg ctg eee cag cea gga cct gtc act gaa 2305 
Ser Asp Gin Arg Cys Asp Arg Leu Pro Gin Pro Gly Pro Val Thr Glu 
755 760 765 

65 

geg tge ggc aca gac tgt gac ttg agg tgg cac gtt gcc age aag age 2353 
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Ala Cys Gly Thr Asp Cys Asp Leu Arg Trp His Val Ala Ser Lys Ser 
770 775 780 

gaa tgc agt gcc cag tgt ggt ttg ggc tac cgt act tta gac ate cac 

5 Glu Cys Ser Ala Gin Cys Gly Leu Gly Tyr Arg Thr Leu Asp lie His" 
785 790 795 800 



20 tct aga age tgt gat ggt ggt acc cac aga aga aga gca att tgt gtc 
Ser Arg Ser Cys Asp Gly Gly Thr His Arg Arg Arg Ala lie Cys Val 
850 855 860 



2401 



tgt gcc aaa tac age agg atg gac ggg aag acg gag aag gtg gat gac 24 4'9 
Cys Ala Lys Tyr Ser Arg Met Asp Gly Lys Thr Glu Lys Val Asp Asp 
10 805 810 815 

agt ttc tgt age agt caa ccc aga ccg agt aac cag gag aaa tgc tea 2497 

Ser Phe Cys Ser Ser Gin Pro Arg Pro Ser Asn Gin Glu Lys Cys Ser 
820 825 830 

15 

gga gag tgc age aca ggt gga tgg cgc tat tea gcc tgg ace gaa tgt 2545 

Gly Glu Cys Ser Thr Gly Gly Trp Arg Tyr Ser Ala Trp Thr Glu Cys 
835 840 845 



2593 



aac ace cgc aat gat gtc ctg gat gac age aa 2625 
25 Asn Thr Arg Asn Asp Val Leu Asp Asp Ser 
865 870 



<210> 15 
30 <211> 874 
<212> PRT 

<213> Mus musculus ADAMTS-9 
<400> 15 

35 His Thr Ala Val lie Ser Leu Cys Ser Gly Met Met Gly Thr Phe Arg 
15 10 15 

Ser His Asp Gly Asp Tyr Phe lie Glu Pro Leu Gin Ser Val Asp Glu 
20 25 30 

40 

Gin Glu Asp Glu Glu Glu Gin Asn Lys Pro His lie lie Tyr Arg His 
35 40 45 

Ser Thr Pro Gin Arg Glu Pro Ser Thr Gly Lys His Ala Cys Ala Thr 
45 50 55 60 

Ser Glu Leu Lys Asn Ser His Ser Lys Asp Lys Arg Lys lie Arg Met 
65 70 75 80 

50 Arg Lys Arg Arg Lys Arg Asn Ser Leu Ala Asp Asp Val Ala Leu Leu 

85 90 ' 95 

Lys Ser Gly Leu Ala Thr Lys Val Leu Ser Gly Tyr Ser Asn Gin Thr 
100 105 110 

55 

Asn Asn Thr Arg Asp Arg Trp Asn His Lys Arg Thr Lys Arg Phe Leu 

115 120 . . 125 

Ser Tyr Pro Arg Phe Val Glu Val Met Val Val Ala Asp His Arg Met 
60 130 135 140 

Val Leu Tyr His Gly Ala Asn Leu Gin His Tyr lie Leu Thr Leu Met 
145 150 155 160 

65 Ser lie Val Ala Ser lie Tyr Lys Asp Ser Ser lie Gly Asn Leu lie 
165 170 175 
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Asn He Val He Val Asn Leu Val Val He His Asn Glu Gin GIu Gly 
180 185 190 

-5 Pro Tyr He Asn Phe Asn Ala Gin Thr Thr Leu Lys Asn Phe Cys Gin 
195 200 205 

Trp Gin His Ser Lys Asn Tyr Leu Gly Gly He Gin His Asp Thr Ala 

210 215 220 

10 

Val Leu Val Thr Arg Glu Asp He Cys Arg Ala Gin Asp Lys Cys Asp 
225 230 235 240 

Thr Leu Gly Leu Ala Glu Leu Gly Thr He Cys Asp Pro Tyr Arg Ser 
15 245 250 255 

Cys Ser He Ser Glu Asp Ser Gly Leu Ser Thr Ala Phe Thr He Ala 
260 265 270 

20 His Glu Leu Gly His Val Phe Asn Met Pro His Asp Asp Ser Asn Lys 
275 280 285 

Cys Lys Glu Glu Gly Val Lys Ser Pro Gin His Val Met Ala Pro Thr 

290 295 300 

25 

Leu Asn Phe Tyr Thr Asn Pro Trp Met Trp Ser Lys Cys Ser Arg Lys 
305 310 315 320 

Tyr He Thr Glu Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu Asn 
30 325 330 335 

Glu Pro Ala Ser Arg Thr Tyr Pro Leu Pro Ser Gin Leu Pro Gly Leu 
340 345 350 

3 5 Leu Tyr Asn Val Asn Lys Gin Cys Glu Leu He Phe Gly Pro Gly Ser 
355 360 365 

Gin Val Cys Pro Tyr Met Met Gin Cys Arg Arg Leu Trp Cys Asn Asn 

370 375 380 

40 

Val Asp Gly Ala His Lys Gly Cys Lys Thr Gin His Thr Pro Trp Ala 
385 390 395 4O0 

Asp Gly Thr Glu Cys Glu Pro Gly Lys His Cys Lys Phe Gly Phe Cys 
45 405 410 415 

Val Pro Lys Glu Met Glu Gly Pro Ala He Asp Gly Ser Trp Gly Gly 
420 425 430 

5 0 Trp Ser His Phe Gly Thr Cys Ser Arg Thr Cys Gly Gly Gly He Lys 
435 440 445 

Thr Ala He Arg Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly Lys 
450 455 460 

55 

Tyr Cys Val Gly Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu Pro 
465 470 475 480 

Cys Met Lys Gin Lys Arg Asp Phe Arg Glu Glu Gin Cys Ala His Phe 
60 485 490 495 

Asp Gly Lys His Phe Asn lie Asn Gly Leu Leu Pro Ser Val Arg Trp 
500 505 510 

65 Phe Pro Lys Tyr Ser Gly He Leu Met Lys Asp Arg Cys Lys Leu Phe 
515 520 525 
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Cys Arg Val Ala Gly Asn Thr Ala Tyr Tyr Gin Leu Arg Asp Arg Val 
530 535 540 

5 He Asp Gly Thr Pro Cys Gly Gin Asp Thr Asn Asp He Cys Val Gin 
545 550 555 560 

Gly Leu Cys Arg Gin Ala Gly Cys Asp His He Leu Asn Ser Lys Val 
565 570 575 

10 - 

Arg Lys Asp Lys Cys Gly He Cys Gly Gly Asp Asn Ser Ser Cys Lys 
580 585 590 

Thr Val Ala Gly Thr Phe Asn Thr Val His Tyr Gly Tyr Asn Thr Val 
15 595 600 605 

Val Arg He Pro Ala Gly Ala Thr Ser He Asp Val Arg Gin His Ser 
610 . 615 620 

20 Phe Ser Gly Lys Ser Glu Asp Asp Asn Tyr Leu Ala Leu Ser Asn Ser 
625 630 635 640 

Lys Gly Glu Phe Leu Leu Asn Gly Asp Phe Val Val Ser Met Ser Lys 
645 650 655 

25 

Arg Glu Val Arg Val Gly Ser Ala Val He Glu Tyr Ser Gly Ser Asp 
660 665 670 

Asn Val Cys Glu Arg Leu Asn Cys Thr Asp Arg He Glu Glu Glu Leu 
30 675 680 685 

Leu Leu Gin Val Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val Arg 
690 695 700 

35 Tyr Ser Phe Asn He Pro He Glu Asp Lys Pro Gin Gin Phe Tyr Trp 
705 710 715 720 

Asn Ser His Gly Pro Trp Gin Ala Cys Ser Lys Pro Cys Gin Gly Glu 
725 730 735 

40 

Arg Arg Pro Lys Leu Val Cys Thr Arg Glu Ser Asp Gin Leu Thr Val 
740 745 750 

Ser Asp Gin Arg Cys Asp Arg Leu Pro Gin Pro Gly Pro Val Thr Glu 
45 755 760 765 

Ala Cys Gly Thr Asp Cys Asp Leu Arg Trp His Val Ala Ser Lys Ser 
770 775 780 

50 Glu Cys Ser Ala Gin Cys Gly Leu Gly Tyr Arg Thr Leu Asp He His 
785 790 795 800 

Cys Ala Lys Tyr Ser Arg Met Asp Gly Lys Thr Glu Lys Val Asp Asp 
805 810 815 

55 

Ser Phe Cys Ser Ser Gin Pro Arg Pro Ser Asn Gin Glu Lys Cys Ser 
820 825 830 

Gly Glu Cys Ser Thr Gly Gly Trp Arg Tyr Ser Ala Trp Thr Glu Cys 
60 835 840 845 

Ser Arg Ser Cys Asp Gly Gly Thr His Arg Arg Arg Ala He Cys Val 
850 855 860 

65 Asn Thr Arg Asn Asp Val Leu Asp Asp Ser 
865 870 
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<210> 16 
5 <211> 3885 
<212> DNA 

<213> Homo sapiens ADAMTS-10 

<22C> 
10 <221> CDS 

<222> (1) . . (3246) 

<400> 16 

tea cgc acg cct tec ggt etc aag atg agt tec tgt cca gtc tgg aga 48 
15 Ser Arg Thr Pro Ser Gly Leu Lye Met Ser Ser Cys Pro Val Trp Arg 
1 5 10 ' 15 

get atg aga teg eet tec eca ccc gcg tgg ace aea acg ggg cae tge 96 
Ala Met Arg Ser Pro Ser Pro Pro Ala Trp Thr Thr Thr Gly His Cys 
20 20 25 30 

tgg cct tct cgc cac etc etc ccc gga gca gcg ccg egg cac ggg ggc 144 
Trp Pro Ser Arg His Leu Leu Pro Gly Ala Ala Pro Arg His Gly Gly 
35 40 45 

25 

cac age ega gtc ccg eet ctt eta eaa agt ggc etc gee age acc cae 192 
His Ser Arg Val Pro Pro Leu Leu Gin Ser Gly Leu Ala Ser Thr His 
50 55 60 

30 ttc ctg etg aac etg ace cgc age tec egt eta etg gca ggg cgc gtc 240 
Phe Leu Leu Asn Leu Thr Arg Ser Ser Arg Leu Leu Ala Gly Arg Val 
65 70 75 80 

tec gtg gag tac tgg aca egg gag ggc ctg gee tgg cag agg gcg gee 288 
3 5 Ser Val Glu Tyr Trp Thr Arg Glu Gly Leu Ala Trp Gin Arg Ala Ala 

85 90 95 

egg ccc cac tgc etc tac get ggt cae ctg cag ggc cag gcc age age 336 
Arg Pro His Cys Leu Tyr Ala Gly His Leu Gin Gly Gin Ala Ser Ser 
40 100 105 110 

tec cat gtg gcc ate age acc tgt gga ggc ctg cac ggc ctg ate gtg 384' 

Ser His Val Ala lie Ser Thr Cys Gly Gly Leu His Gly Leu lie Val 
115 120 125 

45 

gca gae gag gaa gag tac etg att gag ccc ctg cae ggt ggg eee aag 432 

Ala Asp Glu Glu Glu Tyr Leu lie Glu Pro Leu His Gly Gly Pro Lys 
130 135 140 

50 ggt tct egg age ccg gag gaa agt gga eca eat tgt gtg tac aag egt 4 80 
Gly Ser Arg Ser Pro Glu Glu Ser Gly Pro His Cys Val Tyr Lys Arg 
145 150 155 160 

tee tct ctg egt cac ccc cac etg gae aca gee tgt gga gtg aga gat 528 
55 Ser Ser Leu Arg His Pro His Leu Asp Thr Ala Cys Gly Val Arg Asp 
165 170 175 

gag aaa ccg tgg aaa ggg egg eca tgg tgg etg egg ace ttg aag eca 576 
Glu Lys Pro Trp Lys Gly Arg Pro Trp Trp Leu Arg Thr Leu Lys Pro 
60 180 185 190 

ccg cct gee aga ccc ctg ggg aat gaa aca gag egt ggc cag cea ggc '624 
Pro Pro Ala Arg Pro Leu Gly Asn Glu Thr Glu Arg Gly Gin Pro Gly 
195 200 205 



65 



ctg aag ega teg gtc age cga gag cgc tac gtg gag acc atg gat gtg 672 
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Leu Lys Arg Ser Val Ser Arg Glu Arg Tyr Val Glu Thr Met Asp Val 
210 215 220 

get gac aag atg atg gtg gcc tat cac ggg cgc egg gat gtg gag eag 720 
5 Ala Asp Lys Met Met Val Ala Tyr His Gly Arg Arg Asp Val Glu Gin* 
225 230 235 240' 

tat gtc ctg gcc ate atg aac att gtt gcc aaa ctt ttc cag gac teg 768 
Tyr Val Leu Ala lie Met Asn lie Val Ala Lys Leu Phe Gin Asp Ser 
10 245 250 255 

agt etg gga age acc gtt aac ate etc gta act cgc etc ate ctg etc . 816 

Ser Leu Gly Ser Thr Val Asn lie Leu Val Thr Arg Leu He Leu Leu 
260 265 270 

15 

aeg gag gac cag cec act etg gag ate acc cac eat gcc ggg aag tec 864 

Thr Glu Asp Gin Pro Thr Leu Glu He Thr His His Ala Gly Lys Ser 
275 280 285 



20 eta gac age ttc tgt aag tgg cag aaa tec ate gtg aac cac age ggc 
Leu Asp Ser Phe Cys Lys Trp Gin Lys Ser He Val Asn His Ser Gly 
290 295 300 



age tgt ggg gee egt ggt eag gac cea gcc aag etc atg get gee cac 
4 5 Ser Cys Gly Ala Arg Gly Gin Asp Pro Ala Lys Leu Met Ala Ala His 
385 390 395 400 



912 



cat ggc aat gcc att cea gag aac ggt gtg get aac cat gac aca gea 960 
25 His Gly Asn Ala He Pro Glu Asn Gly Val Ala Asn His Asp Thr Ala 
305 310 315 320 

gtg etc ate aca ege tat gac ate tgc ate tac aag aac aaa cec tge 1008 
Val Leu He Thr Arg Tyr Asp He Cys He Tyr Lys Asn Lys Pro Cys 
30 325 330 335 

ggc aca eta ggc etg gee egg tgg geg gaa tgt gtg age geg aga gaa 1056 

Gly Thr Leu Gly Leu Ala Arg Trp Ala Glu Cys Val Ser Ala Arg Glu 
340 345 350 

35 

get gea geg tea atg agg aca ttg get gcc aca age gtt cac eat tge 1104 

Ala Ala Ala Ser Met Arg Thr Leu Ala Ala Thr Ser Val His His Cys 
355 360 365 

4 0 cac gag ate ggg cac aca ttc ggc atg aac cat gac ggc gtg gga aac 1152 
His Glu He Gly His Thr Phe Gly Met Asn His Asp Gly Val Gly Asn 
370 375 380 



1200 



att acc atg aag acc aac cea ttc gtg tgg tea tec tge aac egt gac 1248 
He Thr Met Lys Thr Asn Pro Phe Val Trp Ser Ser Cys Asn Arg Asp 
50 405 410 415 

tac ate acc age ttt eta gac teg ggc ctg ggg etc tgc ctg aac aac 12 96 

Tyr He Thr Ser Phe Leu Asp Ser Gly Leu Gly Leu Cys Leu Asn Asn 
420 425 430 

55 

egg cec cec aga eag gac ttt gtg tac ecg aca gtg gea ccg ggc caa 1344 

Arg Pro Pro Arg Gin Asp Phe Val Tyr Pro Thr Val Ala Pro Gly Gin 
435 440 445 

60 gee tac gat gea gat gag caa tge ege ttt cag eat gga gtc aaa teg 1392 
Ala Tyr Asp Ala Asp Glu Gin Cys Arg Phe Gin His Gly Val Lys Ser 
450 455 . 460 

egt cag tgt aaa tac ggg gag gtc tgc age gag etg tgg tgt etg age 1440 
65 Arg Gin Cys Lys Tyr Gly Glu Val Cys Ser Glu Leu Trp Cys Leu Ser 
465 470 475 480 
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aag age aac egg tgc ate acc aac age ate ceg gee gee gag ggc acg 1488 

Lys Ser Asn Arg Cys He Thr Asn Ser He Pro Ala Ala Glu Gly Thr 

485 490 495 

.5 

ctg tgc eag acg cae acc ate gac aag ggg tgg tgc tac aaa egg gtc 1536 

Leu Cys Gin Thr His Thr He Asp Lys Gly Trp Cys Tyr Lys Arg Val 

500 505 510 

10 tgt gtc ccc ttt ggg teg cgc eca gag ggt gtg gac gga gee tgg ggg 1584 
Cys Val Pro Phe Gly Ser Arg Pro Glu Gly Val Asp Gly Ala Trp Gly 
515 520 525 

ceg tgg act eca tgg ggc gac tgc age egg acc tgt ggc ggc ggc gtg 1632 
15 Pro Trp Thr Pro Trp Gly Asp Cys Ser Arg Thr Cys Gly Gly Gly Val 
530 535 540 

tec tot tct agt cgt cac tgc gac age ccc agg eca ace ate ggg ggc 1680 
Ser Ser Ser Ser Arg His Cys Asp Ser Pro Arg Pro Thr He Gly Gly 
20 545 550 555 560 

aag tac tgt ctg ggt gag aga agg egg cac cgc tee tgc aac acg gat 1728 

Lys Tyr Cys Leu Gly Glu Arg Arg Arg His Arg Ser Cys Asn Thr Asp 
565 570 575 

25 

gac tgt ccc ect ggc tec eag gac ttc aga gaa gtg eag tgt get gaa 1776 

Asp Cys Pro Pro Gly Ser Gin Asp Phe Arg Glu Val Gin Cys Ala Glu 
580 585 590 

3 0 ttt gac age ate ect ttc cgt ggg aaa ttc tac aag tgg aaa acg tac 1824 
Phe Asp Ser He Pro Phe Arg Gly Lys Phe Tyr Lys Trp Lys Thr Tyr 
595 600 605 

egg gga ggg ggc gtg aag gee tgc teg etc acg age eta geg gaa ggc 1872 
35 Arg Gly Gly Gly Val Lys Ala Cys Ser Leu Thr Ser Leu Ala Glu Gly 
610 615 620 

ttc aac ttc tac acg gag agg gcg gca gee gtg gtg gac ggg aca ccc 1920 
Phe Asn Phe Tyr Thr Glu Arg Ala Ala Ala Val Val Asp Gly Thr Pro 
40 625 630 635 640 

tgc cgt eca gac acg gtg gac att tgc gtc agt ggc gaa tgc aag cac 1968 

Cys Arg Pro Asp Thr Val Asp He Cys Val Ser Gly Glu Cys Lys His 
645 650 655 

45 

gtg ggc tgc gac cga gtc ctg ggc tee gae etg egg gag gac aag tgc 2016 

Val Gly Cys Asp Arg Val Leu Gly Ser Asp Leu Arg Glu Asp Lys Cys 
660 665 670 

50 ega gtg tgt ggc ggt gac ggc agt gee tgc gag ace ate gag ggc gtc 2064 
Arg Val Cys Gly Gly Asp Gly Ser Ala Cys Glu Thr He Glu Gly Val 
675 680 685 

ttc age eca gee tea ect ggg gee ggg tac gag gat gtc gtc tgg att 2112 
55 Phe Ser Pro Ala Ser Pro Gly Ala Gly Tyr Glu Asp Val Val Trp He 
690 695 700 

ccc aaa ggc tee gtc cac ate ttc ate eag gat ctg aac etc tct etc 2160 
Pro Lys Gly Ser Val His He Phe He Gin Asp Leu Asn Leu Ser Leu 
60 705 710 715 720 

agt cac ttg gee ctg aag gga gae eag gag tec etg ctg ctg gag ggg 2208 

Ser His Leu Ala Leu Lys Gly Asp Gin Glu Ser Leu Leu Leu Glu Gly 
725 730 735 

65 

ctg ect ggg ace ccc eag ccc cac cgt ctg ect eta get ggg ace ace 2256 
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Leu Pro Gly Thr Pro Gin Pro His Arg Leu Pro Leu Ala Gly Thr Thr 
740 745 750 

ttt caa ctg cga cag ggg cca gac cag gtc cag age etc gaa gcc ctg 

5 Phe Gin Leu Arg Gin Gly Pro Asp Gin Val Gin Ser Leu Glu Ala Leu" 
755 760 765 



ctg ccc aaa agg cag cgc gcc tgc aac acg gag cct tgc cot cca gac 
Leu Pro Lys Arg Gin Arg Ala Cys Asn Thr Glu Pro Cys Pro Pro Asp 
30 850 855 860 



4 0 gag aag gcg ctg gac gac age gca tgc ccg cag ccg cgc cca cct gta 
Glu Lys Ala Leu Asp Asp Ser Ala Cys Pro Gin Pro Arg Pro Pro Val 
900 905 910 



2304 



gga ccg att aat gca cct etc ate gtc atg gtg ctg gee egg ace gag 2352 
Gly Pro lie Asn Ala Ser Leu He Val Met Val Leu Ala Arg Thr Glu 
10 770 775 .780 

ctg cct gcc etc cgc tac cgc ttc aat gcc ccc ate gcc cgt gac teg 2400 

Leu Pro Ala Leu Arg Tyr Arg Phe Asn Ala Pro He Ala Arg Asp Ser 
785 790 795 800 

15 

ctg ccc ccc tac tec tgg cac tat gcg ccc tgg ace aag tgc teg gcc 2448 

Leu Pro Pro Tyr Ser Trp His Tyr Ala Pro Trp Thr Lys Cys Ser Ala 
805 810 815 

20 cag tgt gca gge ggt age cag gtg cag gcg gtg gag tgc cgc aac cag 2496 
Gin Cys Ala Gly Gly Ser Gin Val Gin Ala Val Glu Cys Arg Asn Gin 
820 825 830 

ctg gac age tec gcg gtc gcc ccc cac tac tgc agt gcc cac age aag 2544 
25 Leu Asp Ser Ser Ala Val Ala Pro His Tyr Cys Ser Ala His Ser Lys 
835 840 845 



2592 



tgg gtt gta ggg aac tgg teg etc tgc age cgc age tgc gat gca gge 2640 

Trp Val Val Gly Asn Trp Ser Leu Cys Ser Arg Ser Cys Asp Ala Gly 
865 870 875 880 

35 

gtg cgc agt acg teg gtc gtg tgc cag cgc cgc gtc tet gcc gcg gag 

Val Arg Ser Thr Ser Val Val Cys Gin Arg Arg Val Ser Ala Ala Glu 

885 890 895 



2688 



2736 



Ctg gag gcc tgc cac gge ccc act tgc cct ccg gag tgg gca ace etc 2784 
4 5 Leu Glu Ala Cys His Gly Pro Thr Cys Pro Pro Glu Trp Ala Thr Leu 
915 920 925 

gac tgg tet gag tgt ace cca age tgt ggg cct ggt etc cgc cac cga 2832 
Asp Trp Ser Glu Cys Thr Pro Ser Cys Gly Pro Gly Leu Arg His Arg 
50 930 935 940 

gtg gtc ctt tgt aag agt gca gat caa cga tet act ctg ccc cct ggg 2880 

Val Val Leu Cys Lys Ser Ala Asp Gin Arg Ser Thr Leu Pro Pro Gly 
945 950 955 960 

55 

cac tgc ctt cct gca gcc aag cca cca tet act atg cga tgt aac ttg 

His Cys Leu Pro Ala Ala Lys Pro Pro Ser Thr Met Arg Cys Asn Leu 
965 970 975 

60 cgc cgc tgc cct cct gcc cgc tgg gtg ace agt gag tgg ggt gag tgt 2976 
Arg Arg Cys Pro Pro Ala Arg Trp Val Thr Ser Glu Trp Gly Glu Cys 
980 985 990 

tec aca cag tgt gge etc gge cag cag cag cgc aca gtg cgc tgc ace 3024 
65 Ser Thr Gin Cys Gly Leu Gly Gin Gin Gin Arg Thr Val Arg Cys Thr , 
995 1000 1005 



2928 
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age cac acc ggc cag cca tct cga gag tgc act gaa gcc ttg egg cca 3072 

Ser His Thr Gly Gin Pro Ser Arg Glu Cys Thr Glu Ala Leu Arg Pro 
1010 1015 1020 

5 

tec acc atg cag cag tgt gag gcc aag tgt gac agt gtg gtg ccg cct 3120 

Ser Thr Met Gin Gin Cys Glu Ala Lys Cys Asp Ser Val Val Pro Pro 
1025 1030 1035 1040 

10 gga gat ggc cca gaa gaa tgc aag gat gtg aac aag gtg get tac tgc 3168 
Gly Asp Gly Pro Glu Glu Cys Lys Asp Val Asn Lys Val Ala Tyr Cys 
1045 1050 1055 

ccc ctg gtg etc aaa ttt cag ttc tgt age cga gee tac ttc cge cag 3216 
15 Pro Leu Val Leu Lys Phe Gin Phe Cys Ser Arg Ala Tyr Phe Arg Gin 
1060 1065 1070 

atg tgc tgc aaa acc tgc caa ggc cge tag ggtacctgga accaacctgg 3266 
Met Cys Cys Lys Thr Cys Gin Gly Arg 
20 1075 1080 



25 



35 



ageacagget 


gaggeagggg 


acatcccact 


ggagagggea 


tgagggaaag 


gggggcttga 


3326 


attgaagggt 


gagatgcagt 


tgaaagttat 


ttattgggta 


accctacagg 


gctcctgact 


3386 


aaggggtgga 


gaagagctgg 


etacecaggg 


accctctgct 


gtatcttgcc 


cagttgatag 


3446 


tgaagagaga 


ggactecttg 


ttgcacacat 


atttaagtee 


etageaccce 


teccaccett 


3506 


tgatcggaat 


atgtactgtg 


aagagtgggg 


gtggggaggg 


gtgtgctggt 


gccctgcccc 


3566 


ctgcactgtt 


etatccctac 


actctgaget 


ggggggattt 


atatctgcta 


tggggggagt 


3626 


aggcttgata 


ecacctccet 


gtagccctce 


eccagactga 


egaaggggaa 


gatccacccc 


3686 


aaeetctgcc 


ctgcctgccc 


caggggggag 


ttcaaeatec 


aggccgttcc 


ccatcatggt 


3746 


getacaagcc 


ctgecctggg 


geccacaeae 


tcctcaccaa 


gaagccttac 


attaaaaaag 


3806 


ttgtgttatc 


ctacaaaaaa 


aaaaaaaaac 


tegagggggg 


gcccggtacc 


caattcgcgc 


3866 


tatagtaaat 


ngggtntta 










3885 



45 <210> 17 
<211> 1081 
<212> PRT 

<213> Homo sapiens ADAMTS-10 
50 <400> 17 

Ser Arg Thr Pro Ser Gly Leu Lys Met Ser Ser Cys Pro Val Trp Arg 

15 10 15 

Ala Met Arg Ser Pro Ser Pro Pro Ala Trp Thr Thr Thr Gly His Cys 
20 25 30 

55 Trp Pro Ser Arg His Leu Leu Pro Gly Ala Ala Pro Arg His Gly Gly 
35 40 45 

His Ser Arg Val Pro Pro Leu Leu Gin Ser Gly Leu Ala Ser Thr His 

50 55 60 

Phe Leu Leu Asn Leu Thr Arg Ser Ser Arg Leu Leu Ala Gly Arg Val 
60 65 70 75 80 

Ser Val Glu Tyr Trp Thr Arg Glu Gly Leu Ala Trp Gin Arg Ala Ala 

85 90 95 

Arg Pro His Cys Leu Tyr Ala Gly His Leu Gin Gly Gin Ala Ser Ser 
100 105 110 

65 Ser His Val Ala lie Ser Thr Cys Gly Gly Leu His Gly Leu lie Val 
115 120 125 
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Ala Asp Glu Glu Glu Tyr Leu lie Glu Pro Leu His Gly Gly Pro Lys 

130 135 140 

Gly Ser Arg Ser Pro Glu Glu Ser Gly Pro His Cys Val Tyr Lys Arg 
145 150 155 160 

5 Ser Ser Leu Arg His Pro His Leu Asp Thr Ala Cys Gly Val Arg Asp* 
165 170 175 

Glu Lys Pro Trp Lys Gly Arg Pro Trp Trp Leu Arg Thr ^ Leu Lys Pro 

180 185 190 

Pro Pro Ala Arg Pro Leu Gly Asn Glu Thr Glu Arg Gly Gin Pro Gly 
10 195 200 205 

Leu Lys Arg Ser Val Ser Arg Glu Arg Tyr Val Glu Thr Met Asp Val 

210 215 220 

Ala Asp Lys Met Met Val Ala Tyr His Gly Arg Arg Asp Val Glu Gin 
225 230 235 240 

15 Tyr Val Leu Ala lie Met Asn lie Val Ala Lys Leu Phe Gin Asp Ser 
245 250 255 

Ser Leu Gly Ser Thr Val Asn lie Leu Val Thr Arg Leu lie Leu Leu 

260 265 270 

Thr Glu Asp Gin Pro Thr Leu Glu lie Thr His His Ala Gly Lys Ser 
20 275 280 285 

Leu Asp Ser Phe Cys Lys Trp Gin Lys Ser lie Val Asn His Ser Gly 

290 295 300 

His Gly Asn Ala lie Pro Glu Asn Gly Val Ala Asn His Asp Thr Ala 
305 310 315 320 

25 Val Leu He Thr Arg Tyr Asp He Cys He Tyr Lys Asn Lys Pro Cys 
325 330 335 

Gly Thr Leu Gly Leu Ala Arg Trp Ala Glu Cys Val Ser Ala Arg Glu 

340 345 350 

Ala Ala Ala Ser Met Arg Thr Leu Ala Ala Thr Ser Val His His Cys 
30 355 360 365 

His Glu He Gly His Thr Phe Gly Met Asn His Asp Gly Val Gly Asn 

370 375 380 

Ser Cys Gly Ala Arg Gly Gin Asp Pro Ala Lys Leu Met Ala Ala His 
385 390 395 400 

3 5 He Thr Met Lys Thr Asn Pro Phe Val Trp Ser Ser Cys Asn Arg Asp 

405 410 415 

Tyr He Thr Ser Phe Leu Asp Ser Gly Leu Gly Leu Cys Leu Asn Asn 

420 425 430 

Arg Pro Pro Arg Gin Asp Phe Val Tyr Pro Thr Val Ala Pro Gly Gin 
40 435 440 445 

Ala Tyr Asp Ala Asp Glu Gin Cys Arg Phe Gin His Gly Val Lys Ser 

450 455 460 

Arg Gin Cys Lys Tyr Gly Glu Val Cys Ser Glu Leu Trp Cys Leu Ser 
465 470 475 480 

4 5 Lys Ser Asn Arg Cys He Thr Asn Ser He Pro Ala Ala Glu Gly Thr 

485 490 495 

Leu Cys Gin Thr His Thr He Asp Lys Gly Trp Cys Tyr Lys Arg Val 

500 505 510 

Cys Val Pro Phe Gly Ser Arg Pro Glu Gly Val Asp Gly Ala Trp Gly 
50 515 520 525 

Pro Trp Thr Pro Trp Gly Asp Cys Ser Arg Thr Cys Gly Gly Gly Val 

530 535 540 

Ser Ser Ser Ser Arg His Cys Asp Ser Pro Arg Pro Thr He Gly Gly 
545 550 555 560 

55 Lys Tyr Cys Leu Gly Glu Arg Arg Arg His Arg Ser Cys Asn Thr Asp 
565 570 575 

Asp Cys Pro Pro Gly Ser Gin Asp Phe Arg Glu Val Gin Cys Ala Glu 

580 585 590 

Phe Asp Ser He Pro Phe Arg Gly Lys Phe Tyr Lys Trp Lys Thr Tyr 
60 595 600 605 

Arg Gly Gly Gly Val Lys Ala Cys Ser Leu Thr Ser Leu Ala Glu Gly 

610 615 620 

Phe Asn Phe Tyr Thr Glu Arg Ala Ala Ala Val Val Asp Gly Thr Pro 
625 630 635 640 

65 Cys Arg Pro Asp Thr Val Asp He Cys Val Ser Gly Glu Cys Lys His 
645 650 655 
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Val Gly Cys Asp Arg Val Leu Gly Ser Asp Leu Arg Glu Asp Lys Cys 

660 665 670 

Arg Val Cys Gly Gly Asp Gly Ser Ala Cys Glu Thr lie Glu Gly Val 
675 680 685 

5 Phe Ser Pro Ala Ser Pro Gly Ala Gly Tyr Glu Asp Val Val Trp lie 
690 695 700 

Pro Lys Gly Ser Val His He Phe He Gin Asp Leu Asn Leu Ser Leu 
705 710 715 720 

Ser His Leu Ala Leu Lys Gly Asp Gin Glu Ser Leu Leu Leu Glu Gly 
10 725 730 735 

Leu Pro Gly Thr Pro Gin Pro His Arg Leu Pro Leu Ala Gly Thr Thr 

740 745 750 

Phe Gin Leu Arg Gin Gly Pro Asp Gin Val Gin Ser Leu Glu Ala Leu 
755 760 765 

15 Gly Pro lie Asn Ala Ser Leu He Val Met Val Leu Ala Arg Thr Glu 
770 775 780 

Leu Pro Ala Leu Arg Tyr Arg Phe Asn Ala Pro He Ala Arg Asp Ser 
785 790 795 800 

Leu Pro Pro Tyr Ser Trp His Tyr Ala Pro Trp Thr Lys Cys Ser Ala 
20 805 810 815 

Gin Cys Ala Gly Gly Ser Gin Val Gin Ala Val Glu Cys Arg Asn Gin 

820 825 830 

Leu Asp Ser Ser Ala Val Ala Pro His Tyr Cys Ser Ala His Ser Lys 
835 840 845 

25 Leu Pro Lys Arg Gin Arg Ala Cys Asn Thr Glu Pro Cys Pro Pro Asp 
850 855 860 

Trp Val Val Gly Asn Trp Ser Leu Cys Ser Arg Ser Cys Asp Ala Gly 
865 870 875 880 

Val Arg Ser Thr Ser Val Val Cys Gin Arg Arg Val Ser Ala Ala Glu 
30 885 890 895 

Glu Lys Ala Leu Asp Asp Ser Ala Cys Pro Gin Pro Arg Pro Pro Val 

900 905 910 

Leu Glu Ala Cys His Gly Pro Thr Cys Pro Pro Glu Trp Ala Thr Leu 
915 920 925 

35 Asp Trp Ser Glu Cys Thr Pro Ser Cys Gly Pro Gly Leu Arg His Arg 
930 935 940 

Val Val Leu Cys Lys Ser Ala Asp Gin Arg Ser Thr Leu Pro Pro Gly 
945 950 955 960 

His Cys Leu Pro Ala Ala Lys Pro Pro Ser Thr Met Arg Cys Asn Leu 
40 965 970 975 

Arg Arg Cys Pro Pro Ala Arg Trp Val Thr Ser Glu Trp Gly Glu Cys 

980 985 990 

Ser Thr Gin Cys Gly Leu Gly Gin Gin Gin Arg Thr Val Arg Cys Thr 
995 1000 1005 

45 Ser His Thr Gly Gin Pro Ser Arg Glu Cys Thr Glu Ala Leu Arg Pro 
1010 1015 1020 

Ser Thr Met Gin Gin Cys Glu Ala Lys Cys Asp Ser Val Val Pro Pro 
1025 1030 1035 1040 

Gly Asp Gly Pro Glu Glu Cys Lys Asp Val Asn Lys Val Ala Tyr Cys 
50 1045 1050 1055 

Pro Leu Val Leu Lys Phe Gin Phe Cys Ser Arg Ala Tyr Phe Arg Gin 

1060 1065 1070 

Met Cys Cys Lys Thr Cys Gin Gly Arg 
1075 1080 

55 



c210> 18 

<211> 1642 

60 <212> DNA 

<213> Mus musculus ADAMTS-10 

<220> 

<221> CDS 

65 <222> (2) . . (1351) 
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<220> 

<22l> misc_feature 
<222> (338) . . (340) 

5 <220> 

<221> misc_feature 
<222> (353) . . (355) 

<400> 18 

10 a gca gca get gtg gtg gat gga aca ccc tgc cgc cct gac acg gtg gac 49 
Ala Ala Ala Val Val Asp Gly Thr Pro Cys Arg Pro Asp Thr Val Asp 
15 10 15 

att tgt gtc age gge gag tgc aag eat gta ggc tgt gac agg etc ctg 97 
15 lie Cys Val Ser Gly Glu Cys Lys His Val Gly Cys Asp Arg Leu Leu 

20 25 30 

\ 

ggt tet gat etc cga gag gac aaa tgc egt gtg tgt ggg ggt gat ggc 14 5 
Gly Ser Asp Leu Arg Glu Asp Lys Cys Arg Val Cys Gly Gly Asp Gly 
20 35 40. 45 

agt gee tgt gag ace att gaa ggt gtc ttt age cca get ttg cea gga 193 

Ser Ala Cys Glu Thr lie Glu Gly Val Phe Ser Pro Ala Leu Pro Gly 
50 55 60 

25 

act ggg tat gag gac gtc gtc tgg ate ecc aaa gge teg gtc eae att 241 

Thr Gly Tyr Glu Asp Val Val Trp lie Pro Lys Gly Ser Val His He 
65 70 75 80 

30 ttc ate caa gat ctg aac ctg tec ctg agt cac ctg gcc eta aag ggg 289 
Phe He Gin Asp Leu Asn Leu Ser Leu Ser His Leu Ala Leu Lys Gly 
85 90 95 

gac caa gag tct ctg eta ctg gag ggg eta cct ggg acc ccc caa cct 337 
35 Asp Gin Glu Ser Leu Leu Leu Glu Gly Leu Pro Gly Thr Pro Gin Pro 
100 105 110 

nac cgc ett ccc ctg gnt ggg ace aca ttt eat eta egg eag ggg ccg 385 
Xaa Arg Leu Pro Leu Xaa Gly Thr Thr Phe His Leu Arg Gin Gly Pro 
40 115 120 125 

gac eag gca eag age ctg gaa gee ctg gga ccc att aat gca tet etc 433 

Asp Gin Ala Gin Ser Leu Glu Ala Leu Gly Pro He Asn Ala Ser Leu 
130 135 140 

45 

ate ate atg gtg ctg gcc eag gca gag ttg cct get etc cac tac cgc 481 

He He Met Val Leu Ala Gin Ala Glu Leu Pro Ala Leu His Tyr Arg 
145 150 155 160 

50 tte aat gca cee att gee egg gat gca etg cct ecc tac tec tgg cac 529 
Phe Asn Ala Pro He Ala Arg Asp Ala Leu Pro Pro Tyr Ser Trp His 
165 170 175 

tat gcc cee tgg ace aaa tgc tea gee eag tgt gca ggc ggc age eag 577 
55 Tyr Ala Pro Trp Thr Lys Cys Ser Ala Gin Cys Ala Gly Gly Ser Gin 
180 185 190 

gtg caa gta gtg gag tgc cga aat eag etg gac age tea gca gtg gee 625 
Val Gin Val Val Glu Cys Arg Asn Gin Leu Asp Ser Ser Ala Val Ala 
60 195 200 .205 

cca cac tac tgt agt ggc cac agt aaa ttg cee aag agg eag egt gee 673 
Pro His Tyr Cys Ser Gly His Ser Lys Leu Pro Lys Arg Gin Arg Ala 
210 215 220 



65 



tgc aac aca gaa cca tgt cca cca gat tgg gtt gta gga aac tgg tea 721 
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Cys Asn Thr Glu Pro Cys Pro Pro Asp Trp Val Val Gly Asn Trp Ser 
225 230 235 240 

cgc tgc age cgt age tgt gac get ggt gtg cgt age egc tea gtg gtg 769 
5 Arg Cys Ser Arg Ser Cys Asp Ala Gly Val Arg Ser Arg Ser Val Val 
245 250 255 

tgc caa cgc egg gtg tct get gca gag gaa aaa gee tta gac gac agt 817 
Cys Gin Arg Arg Val Ser Ala Ala Glu Glu Lys Ala Leu Asp Asp Ser 
10 260 265 270 

gcc tgt cca cag cca cgc cca cct gtg ctg gag gcc tgc caa ggc cca 865 
Ala Cys Pro Gin Pro Arg Pro Pro Val Leu Glu Ala Cys Gin Gly Pro 
275 280 285 

15 

atg tgc cct cct gag tgg gca ace etc gac tgg tct gag tgt ace cca 913 
Met Cys Pro Pro Glu Trp Ala Thr Leu Asp Trp Ser Glu Cys Thr Pro 
290 295 300 

2 0 age tgt ggg cct ggt etc cgc cac ega gtg gte ett tgt aag agt gca 961 
Ser Cys Gly Pro Gly Leu Arg His Arg Val Val Leu Cys Lys Ser Ala 
305 310 315 320 

gat caa ega tct act ctg ccc cct ggg cac tgc ett cct gca gcc aag 1009 
25 Asp Gin Arg Ser Thr Leu Pro Pro Gly His Cys Leu Pro Ala Ala Lys 
325 330 335 

cca cca tct act atg ega tgt aac ttg cgc cgc tgc cct cct gcc cgc 1057 
Pro Pro Ser Thr Met Arg Cys Asn Leu Arg Arg Cys Pro Pro Ala Arg 
30 340 345 350 

tgg gtg ace agt gag tgg ggt gag tgt tee aca cag tgt ggc etc ggc 1105 

Trp Val Thr Ser Glu Trp Gly Glu Cys Ser Thr Gin Cys Gly Leu Gly 
355 360 365 

35 

cag cag cag cgc aca gtg cgc tgc acc age cac acc ggc cag cca tct 1153 

Gin Gin Gin Arg Thr Val Arg Cys Thr Ser His Thr Gly Gin Pro Ser 
370 375 380 

4 0 ega gag tgc act gaa gcc ttg egg cca tec acc atg cag cag tgt gag 1201 
Arg Glu Cys Thr Glu Ala Leu Arg Pro Ser Thr Met Gin Gin Cys Glu 
385 390 395 400 

gcc aag tgt gac agt gtg gtg ceg cct gga gat ggc cca gaa gaa tgc 1249 
4 5 Ala Lys Cys Asp Ser Val Val Pro Pro Gly Asp Gly Pro Glu Glu Cys 
405 410 415 

aag gat gtg aac aag gtg get tac tgc ccc ctg gtg etc aaa ttt cag 1297 
Lys Asp Val Asn Lys Val Ala Tyr Cys Pro Leu Val Leu Lys Phe Gin 
50 420 425 430 

ttc tgt age ega gcc tac ttc cgc cag atg age tgc aaa ace tgc caa 1345 
Phe Cys Ser Arg Ala Tyr Phe Arg Gin Met Ser Cys Lys Thr Cys Gin 
435 440 445 

55 

ggc cgc tagggtacct ggaaccaace tggagcacag getgaggcag gggacateec 1401 
Gly Arg 
450 

60 actggagagg geatgaggga aaggggggct tgaattgaag ggtgagatgc aagttgaaag 1461 
tatttatttg ggtaaeecct aeagggettc tgacttaagg ggtggagaan agctggctac 1521 
cceagggace ettttgttgg atcttggccc anttgatagt gaagagagag gacttcttgg 1581 

65 

tgnacaeatt tttaagtcet tagacccttc caeentcgat cggatatgtc tgggaagagg 1641 
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5 <210> 19 
<211> 450 
<212> PRT 

<213> Mus musculus ADAMTS-10 
10 <400> 19 

Ala Ala Ala Val Val Asp Gly Thr Pro Cys Arg Pro Asp Thr Val Asp 
1 5 10 15 

lie Cys Val Ser Gly Glu Cys Lys His Val Gly Cys Asp Arg Leu Leu 
15 20 25 30 

Gly Ser Asp Leu Arg Glu Asp Lys Cys Arg Val Cys Gly Gly Asp Gly 
35 40 45 

20 Ser Ala Cys Glu Thr lie Glu Gly Val Phe Ser Pro Ala Leu Pro Gly 
50 55 60 

Thr Gly Tyr Glu Asp Val Val Trp lie Pro Lys Gly Ser Val His lie 
65 70 75 80 

25 

Phe He Gin Asp Leu Asn Leu Ser Leu Ser His Leu Ala Leu Lys Gly 
85 90 95 

Asp Gin Glu Ser Leu Leu Leu Glu Gly Leu Pro Gly Thr Pro Gin Pro 
30 100 105 110 

Xaa Arg Leu Pro Leu Xaa Gly Thr Thr Phe His Leu Arg Gin Gly Pro 
115 120 125 

3 5 Asp Gin Ala Gin Ser Leu Glu Ala Leu Gly Pro lie Asn Ala Ser Leu 
130 135 140 

He He Met Val Leu Ala Gin Ala Glu Leu Pro Ala Leu His Tyr Arg 
145 150 155 160 

40 

Phe Asn Ala Pro He Ala Arg Asp Ala Leu Pro Pro Tyr Ser Trp His 
165 170 175 

Tyr Ala Pro Trp Thr Lys Cys Ser Ala Gin Cys Ala Gly Gly Ser Gin 
45 180 185 190 

Val Gin Val Val Glu Cys Arg Asn Gin Leu Asp Ser Ser Ala Val Ala 
195 200 205 

50 Pro His Tyr Cys Ser Gly His Ser Lys Leu Pro Lys Arg Gin Arg Ala 
210 215 220 

Cys Asn Thr Glu Pro Cys Pro Pro Asp Trp Val Val Gly Asn Trp Ser 
225 230 235 240 

55 

Arg Cys Ser Arg Ser Cys Asp Ala Gly Val Arg Ser Arg Ser Val Val 
245 250 255 

Cys Gin Arg Arg Val Ser Ala Ala Glu Glu Lys Ala Leu Asp Asp Ser 
60 260 265 270 

Ala Cys Pro Gin Pro Arg Pro Pro Val Leu Glu Ala Cys Gin Gly Pro 
275 280 285 

65 Met Cys Pro Pro Glu Trp Ala Thr Leu Asp Trp Ser Glu Cys Thr Pro 
290 295 300 
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Ser Cys Gly Pro Gly Leu Arg His Arg Val Val Leu Cys Lys Ser Ala 
305 310 315 320 

5 Asp Gin Arg Ser Thr Leu Pro Pro Gly His Cys Leu Pro Ala Ala Lys 
325 330 335 

Pro Pro Ser Thr Met Arg Cys Asn Leu Arg Arg Cys Pro Pro Ala Arg 

340 345 350 

10 

Trp Val Thr Ser Glu Trp Gly Glu Cys Ser Thr Gin Cys Gly Leu Gly 
355 360 365 

Gin Gin Gin Arg Thr Val Arg Cys Thr Ser His Thr Gly Gin Pro Ser 
15 370 375 380 

Arg Glu Cys Thr Glu Ala Leu Arg Pro Ser Thr Met Gin Gin Cys Glu 
385 390 395 400 

20 Ala Lys Cys Asp Ser Val Val Pro Pro Gly Asp Gly Pro Glu Glu Cys 
405 410 415 

Lys Asp Val Asn Lys Val Ala Tyr Cys Pro Leu Val Leu Lys Phe Gin 
420 425 430 

25 

Phe Cys Ser Arg Ala Tyr Phe Arg Gin Met Ser Cys Lys Thr Cys Gin 
435 440 445 

Gly Arg 
30 450 



<210> 20 
35 <211> 1803 
<212> DNA 

<213> Homo sapiens ADAMTS-Rl 

<220> 
40 <221> CDS 

<222> (51) . . (1634) 

<400> 20 

gaattcggca cgaggcagtg tccgattctg attccggcaa ggatccaagc atg gaa 56 
45 Met Glu 

1 

tgc tgc cgt egg gca act cct ggc aca ctg etc etc ttt ctg get ttc 104 
Cys Cys Arg Arg Ala Thr Pro Gly Thr Leu Leu Leu Phe Leu Ala Phe 
50 5 10 15 

ctg etc ctg agt tec agg ace gca cgc tec gag gag gae egg gac ggc 152 

Leu Leu Leu Ser Ser Arg Thr Ala Arg Ser Glu Glu Asp Arg Asp Gly 

20 25 30 

55 

eta tgg gat gee tgg ggc cca tgg agt gaa tgc tea cgc ace tgc ggg 200 

Leu Trp Asp Ala Trp Gly Pro Trp Ser Glu Cys Ser Arg Thr Cys Gly 

35 40 45 50 

60 ggt ggg gee gcc aac tct ctg agg cgc tgc ctg age age aag age tgt 248 
Gly Gly Ala Ala Asn Ser Leu Arg Arg Cys Leu Ser Ser Lys Ser Cys 
55 60 65 

gaa gga aga aat ate ega tac aga aca tgc agt aat gtg gac tgc cca 296 
65 Glu Gly Arg Asn lie Arg Tyr Arg Thr Cys Ser Asn Val Asp Cys Pro 
70 75 80 
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cca gaa gca ggc gat ttc cga get cag caa tgc tea get cat aat gat 344 
Pro Glu Ala Gly Asp Phe Arg Ala Gin Gin Cys Ser Ala His Asn Asp 
85 90 95 

5 

gtc aag cac cat ggc cag ttt tat gaa tgg ctt cct gtg tec aat gac' 392 
Val Lys His His Gly Gin Phe Tyr Glu Trp Leu Pro Val Ser Asn Asp 
100 105 110 

10 cct gac aac cca tgt tea etc aag tgc caa gee aaa gga aca acc ctg 440 
Pro Asp Asn Pro Cys Ser Leu Lys Cys Gin Ala Lys Gly Thr Thr Leu 
115 120 125 130 

gtt gtt gaa eta gca cct aag gtc tta gat ggt aeg cgt tgc tat aca 488 
15 Val Val Glu Leu Ala Pro Lys Val Leu Asp Gly Thr Arg Cys Tyr Thr 
135 140 145 

gaa tct ttg gat atg tgc ate agt ggt tta tgc caa att gtt ggc tgc 536 
Glu Ser Leu Asp Met Cys lie Ser Gly Leu Cys Gin He Val Gly Cys 
20 150 155 160 

gat cac cag ctg gga age ace gtc aag gaa gat aac tgt ggg gtc tgc 584 

Asp His Gin Leu Gly Ser Thr Val Lys Glu Asp Asn Cys Gly Val Cys 

165 170 175 

25 

aac gga gat ggg tee acc tgc egg ctg gtc cga ggg cag tat aaa tec 632 

Asn Gly Asp Gly Ser Thr Cys Arg Leu Val Arg Gly Gin Tyr Lys Ser 

180 185 190 

30 cag etc tec gea ace aaa teg gat gat act gtg gtt gca att cec tat 680 
Gin Leu Ser Ala Thr Lys Ser Asp Asp Thr Val Val Ala He Pro Tyr 
195 200 205 210 

gga agt aga cat att ege ctt gtc tta aaa ggt cct gat cac tta tat 728 
35 Gly Ser Arg His He Arg Leu Val Leu Lys Gly Pro Asp His Leu Tyr 
215 220 225 

ctg gaa acc aaa acc etc cag ggg act aaa ggt gaa aac agt etc age 776 
Leu Glu Thr Lys Thr Leu Gin Gly Thr Lys Gly Glu Asn Ser Leu Ser 
40 230 235 240 

tec aca gga act ttc ctt gtg gac aat tct agt gtg gac ttc cag aaa 824 
Ser Thr Gly Thr Phe Leu Val Asp Asn Ser Ser Val Asp Phe Gin Lys 
245 250 255 

45 

ttt cca gac aaa gag ata ctg aga atg get gga cca etc aca gea gat 872 
Phe Pro Asp Lys Glu He Leu Arg Met Ala Gly Pro Leu Thr Ala Asp 
260 265 270 

50 ttc att gtc aag att cgt aac teg ggc tec get gac agt aca gtc cag 920 
Phe He Val Lys He Arg Asn Ser Gly Ser Ala Asp Ser Thr Val Gin 
275 280 285 290 

ttc ate ttc tat caa ccc ate ate cac cga tgg agg gag aeg gat ttc 968 
55 Phe He Phe Tyr Gin Pro He He His Arg Trp Arg Glu Thr Asp Phe 
295 300 305 

ttt cct tgc tea gea ace tgt gga gga ggt tat cag ctg aca teg get 1016 
Phe Pro Cys Ser Ala Thr Cys Gly Gly Gly Tyr Gin Leu Thr Ser Ala 
60 310 315 320 

gag tgc tac gat ctg agg age aac cgt gtg gtt get gac caa tac tgt 1064 
Glu Cys Tyr Asp Leu Arg Ser Asn Arg Val Val Ala Asp Gin Tyr Cys 
325 330 335 

65 

cac tat tac cca gag aac ate aaa ccc aaa ccc aag ctt cag gag tgc 1112 



BNSOOCID: <WO ( 



.0111074A2JA> 



wo 01/011074 



60 



PCT/USOO/21223 



His Tyr Tyr Pro Glu Asn lie Lys Pro Lys Pro Lys Leu Gin Glu Cys 
340 345 350 

aac ttg gat cct tgt cca gcc agt gac gga tac aag cag ate atg cct 1160 
5 Asn Leu Asp Pro Cys Pro Ala Ser Asp Gly Tyr Lys Gin lie Met Pro 
355 360 365 370 

tat gac etc tae cat cec ctt cct egg tgg gag gcc ace cca tgg acc 1208 
Tyr Asp Leu Tyr His Pro Leu Pro Arg Trp Glu Ala Thr Pro Trp Thr 
10 375 380 385 

gcg tgc tec tec teg tgt ggg ggg gge ate cag age egg gca gtt tec 1256 

Ala Cys Ser Ser Ser Cys Gly Gly Gly lie Gin Ser Arg Ala Val Ser 

390 395 400 

15 

tgt gtg gag gag gac ate cag ggg cat gtc act tea gtg gaa gag tgg 1304 

Cys Val Glu Glu Asp lie Gin Gly His Val Thr Ser Val Glu Glu Trp 
405 410 415 

20 aaa tgc atg tac acc cct aag atg cec ate gcg cag cec tgc aac att 1352 
Lys Cys Met Tyr Thr Pro Lys Met Pro lie Ala Gin Pro Cys Asn lie 
420 425 430 

ttt gac tgc cct aaa tgg ctg gca cag gag tgg tet ccg tgc aca gtg 1400 
2 5 Phe Asp Cys Pro Lys Trp Leu Ala Gin Glu Trp Ser Pro Cys Thr Val 
435 440 445 450 

aeg tgt gge cag gge etc aga tac cgt gtg gtc etc tgc ate gac cat 144 8 
Thr Cys Gly Gin Gly Leu Arg Tyr Arg Val Val Leu Cys lie Asp His 
30 455 460 465 

ega gga atg eac aca gga gge tgt age cca aaa aca aag cec cae at a 14 96 

Arg Gly Met His Thr Gly Gly Cys Ser Pro Lys Thr Lys Pro His lie 

470 475 480 

35 

aaa gag gaa tgc ate gta cec act cec tgc tat aaa ecc aaa gag aaa 1544 

Lys Glu Glu Cys lie Val Pro Thr Pro Cys Tyr Lys Pro Lys Glu Lys 

485 490 495 

40 ctt cca gtc gag gcc aag ttg cca tgg ttc aaa caa get caa gag eta 1592 
Leu Pro Val Glu Ala Lys Leu Pro Trp Phe Lys Gin Ala Gin Glu Leu 
500 505 510 

gaa gaa gga get get gtg tea gag gag cec teg taa gtt gta 1634 
4 5 Glu Glu Gly Ala Ala Val Ser Glu Glu Pro Ser Val Val 
515 520 525 

aaagcacaga ctgttetata tttgaaaett ttgtttaaag aaagcagtgt ctcactggtt 1694 

50 gtagctttea tgggttctga actaagtgta ateatctcac caaagetttt tggctcteaa 1754 

attaaagatt gattagttte aaaaaaaaaa aaaaaaaaga tgeggccgc 1803 



55 <210> 21 

<211> 525 

<212> PRT 

<213> Homo sapiens ADAMTS-Rl 

60 <400> 21 

Met Glu Cys Cys Arg Arg Ala Thr 

1 5 
Ala Phe Leu Leu Leu Ser Ser Arg 
20 

65 Asp Gly Leu Trp Asp Ala Trp Gly 
35 40 



Pro Gly Thr Leu Leu Leu Phe Leu 

10 15 
Thr Ala Arg Ser Glu Glu Asp Arg 

25 30 
Pro Trp Ser Glu Cys Ser Arg Thr 
45 
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Cys Gly Gly Gly Ala Ala Asn Ser Leu Arg Arg Cys Leu Ser Ser Lys 

50 55 60 

Ser Cys Glu Gly Arg Asn lie Arg Tyr Arg Thr Cys Ser Asn Val Asp 
65 70 75 80 

5 Cys Pro Pro Glu Ala Gly Asp Phe Arg Ala Gin Gin Cys Ser Ala His 
85 90 95 

Asn Asp Val Lys His His Gly Gin Phe Tyr Glu Trp Leu Pro Val Ser 

100 105 110 

Asn Asp Pro Asp Asn Pro Cys Ser Leu Lys Cys iSln Ala Lys Gly Thr 
10 115 120 125 

Thr Leu Val Val Glu Leu Ala Pro Lys Val Leu Asp Gly Thr Arg Cys 

130 135 140 

Tyr Thr Glu Ser Leu Asp Met Cys lie Ser Gly Leu Cys Gin lie Val 
145 150 155 160 

15 Gly Cys Asp His Gin Leu Gly Ser Thr Val Lys Glu Asp Asn Cys Gly 
165 170 175 

Val Cys Asn Gly Asp Gly Ser Thr Cys Arg Leu Val Arg Gly Gin Tyr 

180 185 190 

Lys Ser Gin Leu Ser Ala Thr Lys Ser Asp Asp Thr Val Val Ala lie 
20 195 200 205 

Pro Tyr Gly Ser Arg His lie Arg Leu Val Leu Lys Gly Pro Asp His 

210 215 220 

Leu Tyr Leu Glu Thr Lys Thr Leu Gin Gly Thr Lys Gly Glu Asn Ser 
225 230 235 240 

2 5 Leu Ser Ser Thr Gly Thr Phe Leu Val Asp Asn Ser Ser Val Asp Phe 
245 250 255 

Gin Lys Phe Pro Asp Lys Glu lie Leu Arg Met Ala Gly Pro Leu Thr 

260 265 270 

Ala Asp Phe He Val Lys He Arg Asn Ser Gly Ser Ala Asp Ser Thr 
30 275 280 285 

Val Gin Phe He Phe Tyr Gin Pro He He His Arg Trp Arg Glu Thr 

290 295 300 

Asp Phe Phe Pro Cys Ser Ala Thr Cys Gly Gly Gly Tyr Gin Leu Thr 
305 310 315 320 

35 Ser Ala Glu Cys Tyr Asp Leu Arg Ser Asn Arg Val Val Ala Asp Gin 
325 330 335 

Tyr Cys His Tyr Tyr Pro Glu Asn He Lys Pro Lys Pro Lys Leu Gin 

340 345 350 

Glu Cys Asn Leu Asp Pro Cys Pro Ala Ser Asp Gly Tyr Lys Gin He 
40 355 360 365 

Met Pro Tyr Asp Leu Tyr His Pro Leu Pro Arg Trp Glu Ala Thr Pro 

370 375 380 

Trp Thr Ala Cys Ser Ser Ser Cys Gly Gly Gly He Gin Ser Arg Ala 
385 390 395 400 

45 Val Ser Cys Val Glu Glu Asp He Gin Gly His Val Thr Ser Val Glu 
405 410 415 

Glu Trp Lys Cys Met Tyr Thr Pro Lys Met Pro He Ala Gin Pro Cys 

420 425 430 

Asn He Phe Asp Cys Pro Lys Trp Leu Ala Gin Glu Trp Ser Pro Cys 
50 435 440 445 

Thr Val Thr Cys Gly Gin Gly Leu Arg Tyr Arg Val Val Leu Cys He 

450 455 460 

Asp His Arg Gly Met His Thr Gly Gly Cys Ser Pro Lys Thr Lys Pro 
465 470 475 480 

55 His He Lys Glu Glu Cys He Val Pro Thr Pro Cys Tyr Lys Pro Lys 
485 490 495 

Glu Lys Leu Pro Val Glu Ala Lys Leu Pro Trp Phe Lys Gin Ala Gin. 

500 505 510 

Glu Leu Glu Glu Gly Ala Ala Val Ser Glu Glu Pro Ser 
60 515 520 525 



<210> 22 
65 <211> 518 
<212> PRT 
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<213> Homo sapiens ADAMTS-5 
<400> 22 

Gly His Leu Leu Gly Leu Ser His Asp Asp Ser Lys Phe Cys Glu Glu 
5 1 5 10 15 ' 

Thr Phe Gly Ser Thr Glu Asp Lys Arg Leu Met Ser Ser lie Leu Thr 
20 25 30 

10 Ser lie Asp Ala Ser Lys Pro Trp Ser Lys Cys Thr Ser Ala Thr lie 
35 40 45 

Thr Glu Phe Leu Asp Asp Gly His Gly Asn Cys Leu Leu Asp Leu Pro 
50 55 60 

15 

Arg Lys Gin lie Leu Gly Pro Glu Glu Leu Pro Gly Gin Thr Tyr Asp 
65 70 75 80 

Ala Thr Gin Gin Cys Asn Leu Thr Phe Gly Pro Asp Tyr Ser Val Cys 
20 85 90 95 

Pro Gly Xaa Asp Val Cys Ala Arg Leu Trp Cys Ala Val Val Arg Gin 
100 105 110 

2 5 Gly Gin Met Val Cys Leu Thr Lys Lys Leu Pro Ala Val Glu Gly Thr 
115 120 125 

Pro Cys Gly Lys Gly Arg He Cys Leu Gin Gly Lys Cys Val Asp Lys 
130 135 140 

30 

Thr Lys Lys Lys Tyr Tyr Ser Thr Ser Ser His Gly Asn Trp Gly Ser 
145 150 155 160 

Trp Gly Ser Trp Gly Gin Cys Ser Arg Ser Cys Gly Gly Gly Val Gin 
35 165 170 175 

Phe Ala Tyr Arg His Cys Asn Asn Pro Ala Pro Arg Asn Asn Gly Arg 
180 185 190 

4 0 Tyr Cys Thr Gly Lys Arg Ala He Tyr His Ser Cys Ser Leu Met Pro 
195 200 205 

Cys Pro Pro Asn Gly Lys Ser Phe Arg His Glu Gin Cys Glu Ala Lys 
210 215 220 

45 

Asn Gly Tyr Gin Ser Asp Ala Lys Gly Val Lys Thr Phe Val Glu Trp 
225 230 235 240 

Val Pro Lys Tyr Ala Gly Val Leu Pro Ala Asp Val Cys Lys Leu Thr 
50 245 250 255 

Cys Arg Ala Lys Gly Thr Gly Tyr Tyr Val Val Phe Ser Pro Lys Val 
260 265 270 

55 Thr Asp Gly Thr Glu Cys Arg Pro Tyr Ser Asn Ser Val Cys Val Arg 
275 280 285 

Gly Lys Cys Val Arg Thr Gly Cys Asp Gly He He Gly Ser Lys Leu 
290 295 300 

60 

Gin Tyr Asp Lys Cys Gly Val Cys Gly Gly Asp Asn Ser Ser Cys Thr 
305 310 315 ' 320 

Lys He Val Gly Thr Phe Asn Lys Lys Ser Lys Gly Tyr Thr Asp Val 
65 325 330 335 
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Val Arg lie Pro Glu Gly Ala Thr His lie Lys Val Arg Gin Phe Lys 
340 345 350 

Ala Lys Asp Gin Thr Arg Phe Thr Ala Tyr Leu Ala Leu Lys Lys Lys 
5 355 360 365 

Asn Gly Glu Tyr Leu lie Asn Gly Lys Tyr Met lie Ser Thr Ser Glu 
370 375 380 

10 Thr lie He Asp He Asn Gly Thr Val Met Asn Tyr Ser Gly Trp Ser 
385 390 395 400 

His Arg Asp Asp Phe Leu His Gly Met Gly Tyr Ser Ala Thr Lys Glu 
405 410 415 

15 

He Leu He Val Gin He Leu Ala Thr Asp Pro Thr Lys Pro Leu Asp 
420 425 430 

Val Arg Tyr Ser Phe Phe Val Pro Lys Lys Ser Thr Pro Lys Val Asn 
20 435 440 445 

Ser Val Thr Ser His Gly Ser Asn Lys Val Gly Ser His Thr Ser Gin 
450 455 460 

2 5 Pro Gin Trp Val Thr Gly Pro Trp Leu Ala Cys Ser Arg Thr Cys Asp 
465 470 475 480 

Thr Gly Trp His Thr Arg Thr Val Gin Cys Gin Asp Gly Asn Arg Lys 
485 490 495 

30 

Leu Ala Lys Gly Cys Pro Leu Ser Gin Arg Pro Ser Ala Phe Lys Gin 
500 505 510 

Cys Leu Leu Lys Lys Cys 
35 515 



<210> 23 
<211> 3409 
4 0 <212> DNA 

<213> Homo sapiens ADAMTS-10 

<220> 
<221> CDS 
45 <222> (25) . . {3240) 



<400> 23 

tcacgcacgc cttccggtct caag atg agt tec tgt cca gtc tgg aga get 

Met Ser Ser Cys Pro Val Trp Arg Ala 
50 15 



51 



55 



atg aga tog cct tec cca ccc gcg tgg ace aca acg ggg cac tgc tgg 99 
Met Arg Ser Pro Ser Pro Pro Ala Trp Thr Thr Thr Gly His Cys Trp 
10 15 20 25 

cct tct cgc cac etc etc ccc gga gca gcg ccg egg cac ggg ggc cac 147 
Pro Ser Arg His Leu Leu Pro Gly Ala Ala Pro Arg His Gly Gly His 
30 35 40 



60 age ega gtc ccg cct ctt eta caa agt ggc etc gee age ace cac ttc 195 
Ser Arg Val Pro Pro Leu Leu Gin Ser Gly Leu Ala Ser Thr His Phe 
45 50 55 



ctg ctg aac ctg acc cgc age tec cgt eta ctg gca ggg cgc gtc tec 
65 Leu Leu Asn Leu Thr Arg Ser Ser Arg Leu Leu Ala Gly Arg Val Ser 
60 65 70 



243 
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gtg gag tac tgg aca egg gag ggc ctg gcc tgg cag agg gcg gcc egg 291 
Val Glu Tyr Trp Thr Arg Glu Gly Leu Ala Trp Gin Arg Ala Ala Arg 
75 80 85 

.5 

ccc cac tgc etc tac get ggt eac ctg eag ggc eag gee age age tec 339 
Pro His Cys Leu Tyr Ala Gly His Leu Gin Gly Gin Ala Ser Ser Ser 
90 95 100 105 

10 cat gtg gee ate age ace tgt gga ggc ctg cac ggc ctg ate gtg gea 387 
His Val Ala lie Ser Thr Cys Gly Gly Leu His Gly Leu lie Val Ala 
110 115 120 

gac gag gaa gag tac ctg att gag ccc ctg cac ggt ggg ccc aag ggt 435 
15 Asp Glu Glu Glu Tyr Leu lie Glu Pro Leu His Gly Gly Pro Lys Gly 
125 130 135 

tct egg age ceg gag gaa agt gga cca cat gtg gtg tac aag cgt tee 483 
Ser Arg Ser Pro Glu Glu Ser Gly Pro His Val Val Tyr Lys Arg Ser 
20 140 145 150 

tct ctg cgt cac ccc cac ctg gac aca gee tgt gga gtg aga gat gag 531 
Ser Leu Arg His Pro His Leu Asp Thr Ala Cys Gly Val Arg Asp Glu 
155 160 165 

25 

aaa ceg tgg aaa ggg egg cca tgg tgg ctg egg ace ttg aag cca ceg 579 
Lys Pro Trp Lys Gly Arg Pro Trp Trp Leu Arg Thr Leu Lys Pro Pro 
170 175 180 185 

3 0 cct gcc aga ccc ctg ggg aat gaa aca gag cgt ggc cag cca ggc ctg 627 
Pro Ala Arg Pro Leu Gly Asn Glu Thr Glu Arg Gly Gin Pro Gly Leu 
190 195 200 

aag cga teg gte age ega gag ege tac gtg gag aec ctg gtg gtg get 675 
35 Lys Arg Ser Val Ser Arg Glu Arg Tyr Val Glu Thr Leu Val Val Ala 
205 210 215 

gae aag atg atg gtg gee tat cac ggg ege egg gat gtg gag eag tat 723 
Asp Lys Met Met Val Ala Tyr His Gly Arg Arg Asp Val Glu Gin Tyr 
40 220 225 230 

gtc ctg gee ate atg aac att gtt gcc aaa ctt ttc cag gac teg agt 771 

Val Leu Ala lie Met Asn lie Val Ala Lys Leu Phe Gin Asp Ser Ser 

235 240 245 

45 

ctg gga age ace gtt aac ate etc gta act ege etc ate ctg etc aeg 819 

Leu Gly Ser Thr Val Asn lie Leu Val Thr Arg Leu lie Leu Leu Thr 

250 255 260 265 

50 gag gac eag ccc act ctg gag ate aec cac cat gee ggg aag tee eta 867 
Glu Asp Gin Pro Thr Leu Glu lie Thr His His Ala Gly Lys Ser Leu 
270 275 280 

gae age ttc tgt aag tgg eag aaa tee ate gtg aac cac age ggc cat 915 
55 Asp Ser Phe Cys Lys Trp Gin Lys Ser He Val Asn His Ser Gly His 
285 290 295 

ggc aat gcc att cca gag aac ggt gtg get aac cat gac aca gea gtg 963 
Gly Asn Ala He Pro Glu Asn Gly Val Ala Asn His Asp Thr Ala Val 
60 300 305 310 

etc ate aca ege tat gae ate tgc ate tac aag aac aaa ccc tgc ggc 1011 
Leu He Thr Arg Tyr Asp lie Cys He Tyr Lys Asn Lys Pro Cys Gly 
315 320 325 

65 

aca eta ggc ctg gcc egg tgg gcg gaa tgt gtg age gcg aga gaa get 1059 
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Thr Leu Gly Leu Ala Arg Trp Ala Glu Cys Val Ser Ala Arg Glu Ala 
330 335 340 345 

gca gcg tea atg agg aca ttg get gee aea age gtt eac eat^ tgc eac 
5 Ala Ala Ser Met Arg Thr Leu Ala Ala Thr Ser Val His His Cys His 
350 355 360 

gag ate ggg cae aca ttc ggc atg aac cat gac ggc gtg gga aac age 
Glu He Gly His Thr Phe Gly Met Asn His Asp Gly Val Gly Asn Ser 
10 365 370 375 

tgt ggg gee egt ggt eag gae eea gee aag etc atg get gee eac att 

Cys Gly Ala Arg Gly Gin Asp Pro Ala Lys Leu Met Ala Ala His He 

380 385 390 

15 

acc atg aag ace aac eea ttc gtg tgg tea tee tgc aac egt gac tac 

Thr Met ,Lys Thr Asn Pro Phe Val Trp Ser Ser Cys Asn Arg Asp Tyr 
395 400 405 

20 ate acc age ttt eta gac teg ggc ctg ggg etc tgc ctg aac aac egg 
He Thr Ser Phe Leu Asp Ser Gly Leu Gly Leu Cys Leu Asn Asn Arg 
410 415 420 425 



tac gat gca gat gag caa tgc egc ttt eag cat gga gtc aaa teg egt 
Tyr Asp Ala Asp Glu Gin Cys Arg Phe Gin His Gly Val Lys Ser Arg 
30 445 450 455 



60 tgt cec ect ggc tec eag gac ttc aga gaa gtg eag tgt tet gaa ttt 
Cys Pro Pro Gly Ser Gin Asp Phe Arg Glu Val Gin Cys Ser Glu Phe 
570 575 580 585 



1107 



1155 



1203 



1251 



1299 



ecc cec aga eag gac ttt gtg tac ccg aca gtg gca ccg ggc caa gee 1347 
25 Pro Pro Arg Gin Asp Phe Val Tyr Pro Thr Val Ala Pro Gly Gin Ala 
430 435 440 



1395 



cag tgt aaa tac ggg gag gtc tgc age gag ctg tgg tgt ctg age aag 1443 

Gin Cys Lys Tyr Gly Glu Val Cys Ser Glu Leu Trp Cys Leu Ser Lys 

460 465 470 

35 

age aac egg tgc ate acc aac age ate ccg gee gee gag ggc aeg ctg 1491 

Ser Asn Arg Cys He Thr Asn Ser He Pro Ala Ala Glu Gly Thr Leu 

475 480 485 

40 tgc cag aeg eac acc ate gac aag ggg tgg tgc tac aaa egg gtc tgt 1539 
Cys Gin Thr His Thr He Asp Lys Gly Trp Cys Tyr Lys Arg Val Cys 
490 495 500 505 

gtc cec ttt ggg teg egc eea gag ggt gtg gac gga gee tgg ggg ccg 1587 
45 Val Pro Phe Gly Ser Arg Pro Glu Gly Val Asp Gly Ala Trp Gly Pro 
510 515 520 

tgg act eea tgg ggc gac tgc age egg ace tgt ggc ggc ggc gtg tec 1635 
Trp Thr Pro Trp Gly Asp Cys Ser Arg Thr Cys Gly Gly Gly Val Ser 
50 525 530 535 

tet tet agt egt cac tgc gac age cec agg eea acc ate ggg ggc aag 1683 
Ser Ser Ser Arg His Cys Asp Ser Pro Arg Pro Thr He Gly Gly Lys 
540 545 550 

55 

tac tgt ctg ggt gag aga agg egg eac egc tee tgc aac aeg gat gac 1731 
Tyr Cys Leu Gly Glu Arg Arg Arg His Arg Ser Cys Asn Thr Asp Asp 
555 560 565 



1779 



gac age ate ect ttc egt ggg aaa ttc tac aag tgg aaa aeg tac egg 1827 
65 Asp Ser He Pro. Phe Arg Gly Lys Phe Tyr Lys Trp Lys Thr Tyr Arg 
590 595 600 
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gga ggg ggc gtg aag gcc tgc teg 
Gly Gly Gly Val Lys Ala Cys Ser 
605 

5 

aac ttc tac acg gag agg gcg gca 
Asn Phe Tyr Thr Glu Arg Ala Ala 
620 625 



etc acg age eta gcg gaa ggc ttc 
Leu Thr Ser Leu Ala Glu Gly Phe 
610 615 

gcc gtg gtg gac ggg aca ccc tgc 
Ala Val Val Asp Gly Thr Pro Cys 
630 



10 cgt cca gac acg gtg gac att tgc gtc agt ggc gaa tgc aag cac gtg 
Arg Pro Asp Thr Val Asp lie Cys Val Ser Gly Glu Cys Lys His Val 
635 640 645 

ggc tgc gac cga gte ctg ggc tec gac ctg egg gag gac aag tgc ega 
15 Gly Cys Asp Arg Val Leu Gly Ser Asp Leu Arg Glu Asp Lys Cys Arg 
650 655 660 665 

gtg tgt ggc ggt gac ggc agt gcc tgc gag acc ate gag ggc gtc ttc 
Val Cys Gly Gly Asp Gly Ser Ala Cys Glu Thr lie Glu Gly Val Phe 
20 670 675 680 

age cca gcc tea cet ggg gcc ggg tac gag gat gtc gte tgg att ecc 

Ser Pro Ala Ser Pro Gly Ala Gly Tyr Glu Asp Val Val Trp He Pro 
685 690 695 

25 

aaa ggc tee gtc cae ate ttc ate eag gat ctg aac etc tct etc agt 

Lys Gly Ser Val His He Phe lie Gin Asp Leu Asn Leu Ser Leu Ser 

700 705 710 

30 eac ttg gee ctg aag gga gac eag gag tec etg ctg ctg gag ggg ctg 
His Leu Ala Leu Lys Gly Asp Gin Glu Ser Leu Leu Leu Glu Gly Leu 
715 720 725 

cct ggg acc ccc cag ccc cac cgt ctg cct eta get ggg acc acc ttt 
35 Pro Gly Thr Pro Gin Pro His Arg Leu Pro Leu Ala Gly Thr Thr Phe 
730 735 740 745 

caa ctg cga cag ggg cca gac cag gtc cag age etc gaa gcc ctg gga 
Gin Leu Arg Gin Gly Pro Asp Gin Val Gin Ser Leu Glu Ala Leu Gly 
40 750 755 760 

ccg att aat gca tct etc ate gtc atg gtg etg gee egg acc gag ctg 

Pro He Asn Ala Ser Leu He Val Met Val Leu Ala Arg Thr Glu Leu 

765 770 775 

45 

cct gee etc ege tac ege ttc aat gee ccc ate gee cgt gac teg etg 

Pro Ala Leu Arg Tyr Arg Phe Asn Ala Pro He Ala Arg Asp Ser Leu 
780 785 790 

50 ecc ccc tac tec tgg cac tat gcg ccc tgg acc aag tgc teg gcc eag 
Pro Pro Tyr Ser Trp His Tyr Ala Pro Trp Thr Lys Cys Ser Ala Gin 
795 800 805 



tgt gca ggc ggt age eag gtg eag gcg gtg gag tgc ege aac eag ctg 
55 Cys Ala Gly Gly Ser Gin Val Gin Ala Val Glu Cys Arg Asn Gin Leu 
810 815 820 825 

gac age tee gcg gtc gee eee eac tac tgc agt gee cae age aag ctg 
Asp Ser Ser Ala Val Ala Pro His Tyr Cys Ser Ala His Ser Lys Leu 
60 830 835 840 



ccc aaa agg cag ege gcc tgc aac 
Pro Lys Arg Gin Arg Ala Cys Asn 
845 

65 

gtt gta ggg aac tgg teg ccc tgc 



acg gag cct tgc cct cca gac tgg 
Thr Glu Pro Cys Pro Pro Asp Trp 
850 855 

age ege age tgc gat gca ggc gtg 



1875 



1923 



1971 



2019 



2067 
2115 



2163 



2211 



2259 



2307 



2355 



2403 



2451 



2499 



2547 



2595 



2643 
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Val Val Gly Asn Trp Ser Leu Cys Ser Arg Ser Cys Asp Ala Gly Val 
860 865 870 

cgc agt cgc teg gtc gtg tgc cag cgc cgc gtc tct gcc gcg gag gag 2691 

5 Arg Ser Arg Ser Val Val Cys Gin Arg Arg Val Ser Ala Ala Glu Glu 
875 880 885 



aag gcg ctg gac gac age gea tge eeg eag eeg egc cca cet gta ctg 
Lys Ala Leu Asp Asp Ser Ala Cys Pro Gin Pro Arg Pro Pro Val Leu 
10 890 895 900 . 905 



tgc tea cec gcc gcc aag cca eeg gcc ace atg egc tge aac ttg ege 
25 Cys Ser Pro Ala Ala Lys Pro Pro Ala Thr Met Arg Cys Asn Leu Arg 
955 960 965 



2739 



gag gee tge eac ggc cec act tge cet eeg gag tgg gcg gcc etc gac 2787 
Glu Ala Cys His Gly Pro Thr Cys Pro Pro Glu Trp Ala Ala Leu Asp 
910 915 920 

tgg tct gag tgc aec cec age tge ggg eeg ggc etc egc eac cgc gtg 2835 
Trp Ser Glu Cys Thr Pro Ser Cys Gly Pro Gly Leu Arg His Arg Val 
925 930 935 

20 gtc ctt tgc aag age gea gac eac cgc gee aeg ctg cce eeg gcg eac 2883 
Val Leu Cys Lys Ser Ala Asp His Arg Ala Thr Leu Pro Pro Ala His 
940 945 950 



2931 



cgc tgc cce eeg gcc cgc tgg gtg get ggc gag tgg ggt gag tgc tct 2979 
Arg Cys Pro Pro Ala Arg Trp Val Ala Gly Glu Trp Gly Glu Cys Ser 
30 970 975 980 985 

gea eag tge ggc gtc ggg cag egg cag egc teg gtg cgc tgc ace age 3027 

Ala Gin Cys Gly Val Gly Gin Arg Gin Arg Ser Val Arg Cys Thr Ser 

990 995 1000 

35 

eac aeg ggc cag gcg teg cac gag tge aeg gag gee ctg egg eeg cce 3075 

His Thr Gly Gin Ala Ser His Glu Cys Thr Glu Ala Leu Arg Pro Pro 

1005 1010 1015 

40 ace aeg eag cag tgt gag gcc aag tge gac age cca aec cec ggg gac 3123 
Thr Thr Gin Gin Cys Glu Ala Lys Cys Asp Ser Pro Thr Pro Gly Asp 
1020 1025 1030 

ggc cet gaa gag tgc aag gat gtg aac aag gtc gcc tac tge cce ctg 3171 
45 Gly Pro Glu Glu Cys Lys Asp Val Asn Lys Val Ala Tyr Cys Pro Leu 
1035 1040 1045 

gtg etc aaa ttt cag ttc tgc age cga gee tac ttc egc cag atg tge 3219 
Val Leu Lys Phe Gin Phe Cys Ser Arg Ala Tyr Phe Arg Gin Met Cys 
50 1050 1055 1060 1065 

tgc aaa aec tgc cag ggc cac tagggggege gcggcacccg gagecacagc 3270 
Cys Lys Thr Cys Gin Gly His 
1070 

tggeggggtc tecgccgcca gccctgeagc gggccggeca aagggggcee cgggggggcg 3330 
ggaactggga gggaagggtg agacggagcc ggaagttatt tattgggaac ccctgeaggg 3390 
60 ccetggctgg ggggatgga 3409 



<210> 24* 
<211> 1072 
65 <212> PRT 

<213> Homo sapiens ADAMTS-10 
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<400> 24 

Met Ser Ser Cys Pro Val Trp Arg Ala Met Arg Ser Pro Ser Pro Pro 
15 10 15 

5 

Ala Trp Thr Thr Thr Gly His Cys Trp Pro Ser Arg His Leu Leu Pro 
20 25 30 

Gly Ala Ala Pro Arg His Gly Gly His Ser Arg Val Pro Pro Leu Leu 
10 35 40 45 

Gin Ser Gly Leu Ala Ser Thr His Phe Leu Leu Asn Leu Thr Arg Ser 
50 55 60 

15 Ser Arg Leu Leu Ala Gly Arg Val Ser Val Glu Tyr Trp Thr Arg Glu 
65 70 75 80 

Gly Leu Ala Trp Gin Arg Ala Ala Arg Pro His Cys Leu Tyr Ala Gly 
85 90 95 

20 

His Leu Gin Gly Gin Ala Ser Ser Ser His Val Ala lie Ser Thr Cys 
100 105 110 

Gly Gly Leu His Gly Leu lie Val Ala Asp Glu Glu Glu Tyr Leu He 
25 115 120 125 

Glu Pro Leu His Gly Gly Pro Lys Gly Ser Arg Ser Pro Glu Glu Ser 
130 135 140 

30 Gly Pro His Val Val Tyr Lys Arg Ser Ser Leu Arg His Pro His Leu 
145 150 155 160 

Asp Thr Ala Cys Gly Val Arg Asp Glu Lys Pro Trp Lys Gly Arg Pro 
165 170 175 

35 

Trp Trp Leu Arg Thr Leu Lys Pro Pro Pro Ala Arg Pro Leu Gly Asn 
180 185 190 

Glu Thr Glu Arg Gly Gin Pro Gly Leu Lys Arg Ser Val Ser Arg Glu 
40 195 200 205 

Arg Tyr Val Glu Thr Leu Val Val Ala Asp Lys Met Met Val Ala Tyr 
210 215 220 

4 5 His Gly Arg Arg Asp Val Glu Gin Tyr Val Leu Ala He Met Asn He 
225 230 235 240 

Val Ala Lys Leu Phe Gin Asp Ser Ser Leu Gly Ser Thr Val Asn He 
245 250 255 

SO 

Leu Val Thr Arg Leu He Leu Leu Thr Glu Asp Gin Pro Thr Leu Glu 
260 265 270 

He Thr His His Ala Gly Lys Ser Leu Asp Ser Phe Cys Lys Trp Gin 
55 275 280 285 

Lys Ser He Val Asn His Ser Gly His Gly Asn Ala He Pro Glu Asn 
290 295 300 

60 Gly Val Ala Asn His Asp Thr Ala Val Leu He Thr Arg Tyr Asp He 
305 310 315 320 

Cys He Tyr Lys Asn Lys Pro Cys Gly Thr Leu Gly Leu Ala Arg Trp 
325 330 335 

65 

Ala Glu Cys Val Ser Ala Arg Glu Ala Ala Ala Ser Met Arg Thr Leu 
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340 345 350 

Ala Ala Thr Ser Val His His Cys His Glu lie Gly His Thr Phe Gly 
355 360 365 

5 

Met Asn His Asp Gly Val Gly Asn Ser Cys Gly Ala Arg Gly Gin Asp* 
370 375 380 

Pro Ala Lys Leu Met Ala Ala His lie Thr Met Lys Thr Asn Pro Phe 
10 385 390 395 400 

Val Trp Ser Ser Cys Asn Arg Asp Tyr lie Thr Ser Phe Leu Asp. Ser 
405 410 415 

15 Gly Leu Gly Leu Cys Leu Asn Asn Arg Pro Pro Arg Gin Asp Phe val 
420 425 430 

Tyr Pro Thr Val Ala Pro Gly Gin Ala Tyr Asp Ala Asp Glu Gin Cys 
435 440 445 

20 

Arg Phe Gin His Gly Val Lys Ser Arg Gin Cys Lys Tyr Gly Glu Val 
450 455 460 

Cys Ser Glu Leu Trp Cys Leu Ser Lys Ser Asn Arg Cys lie Thr Asn 
25 465 470 475 480 

Ser lie Pro Ala Ala Glu Gly Thr Leu Cys Gin Thr His Thr lie Asp 
485 490 495 

30 Lys Gly Trp Cys Tyr Lys Arg Val Cys Val Pro Phe Gly Ser Arg Pro 

500 505 , 510 

Glu Gly Val Asp Gly Ala Trp Gly Pro Trp Thr Pro Trp Gly Asp Cys 
515 520 525 

35 

Ser Arg Thr Cys Gly Gly Gly Val Ser Ser Ser Ser Arg His Cys Asp 
530 535 540 

Ser Pro Arg Pro Thr lie Gly Gly Lys Tyr Cys Leu Gly Glu Arg Arg 
40 545 550 555 560 

Arg His Arg Ser Cys Asn Thr Asp Asp Cys Pro Pro Gly Ser Gin Asp 
565 570 575 

45 Phe Arg Glu Val Gin Cys Ser Glu Phe Asp Ser lie Pro Phe Arg Gly 
580 585 590 

Lys Phe Tyr Lys Trp Lys Thr Tyr Arg Gly Gly Gly Val Lys Ala Cys 
595 600 605 

50 

Ser Leu Thr Ser Leu Ala Glu Gly Phe Asn Phe Tyr Thr Glu Arg Ala 
610 615 620 

Ala Ala Val Val Asp Gly Thr Pro Cys Arg Pro Asp Thr Val Asp lie 
55 625 630 635 640 

Cys Val Ser Gly Glu Cys Lys His Val Gly Cys Asp Arg Val Leu Gly 
645 650 655 

60 Ser Asp Leu Arg Glu Asp Lys Cys Arg Val Cys Gly Gly Asp Gly Ser 
660 665 670 

Ala Cys Glu Thr lie Glu Gly Val Phe Ser Pro Ala Ser Pro Gly Ala 

675 680 685 

65 

Gly Tyr Glu *Asp Val Val Trp He Pro Lys Gly Ser Val His He Phe 
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690 695 700 

lie Gin Asp Leu Asn Leu Ser Leu Ser His Leu Ala Leu Lys Gly Asp 
705 710 715 720 

5 

Gin Glu Ser Leu Leu Leu Glu Gly Leu Pro Gly Thr Pro Gin Pro His 
725 730 735 

Arg Leu Pro Leu Ala Gly Thr Thr Phe Gin Leu Arg Gin Gly Pro Asp 
10 740 745 750 

Gin Val Gin Ser Leu Glu Ala Leu Gly Pro lie Asn Ala Ser Leu lie 
755 760 765 

15 Val Met Val Leu Ala Arg Thr Glu Leu Pro Ala Leu Arg Tyr Arg Phe 
770 775 780 

Asn Ala Pro lie Ala Arg Asp Ser Leu Pro Pro Tyr Ser Trp His Tyr 
785 790 795 800 

20 

Ala Pro Trp Thr Lys Cys Ser Ala Gin Cys Ala Gly Gly Ser Gin Val 
805 810 815 

Gin Ala Val Glu Cys Arg Asn Gin Leu Asp Ser Ser Ala Val Ala Pro 
25 820 825 830 

His Tyr Cys Ser Ala His Ser Lys Leu Pro Lys Arg Gin Arg Ala Cys 
835 840 845 

30 Asn Thr Glu Pro Cys Pro Pro Asp Trp Val Val Gly Asn Trp Ser Leu 
850 855 860 

Cys Ser Arg Ser Cys Asp Ala Gly Val Arg Ser Arg Ser Val Val Cys 
865 870 875 880 

35 

Gin Arg Arg Val Ser Ala Ala Glu Glu Lys Ala Leu Asp Asp Ser Ala 
885 890 895 

Cys Pro Gin Pro Arg Pro Pro Val Leu Glu Ala Cys His Gly Pro Thr 
40 900 905 910 

Cys Pro Pro Glu Trp Ala Ala Leu Asp Trp Ser Glu Cys Thr Pro Ser 
915 920 925 

4 5 Cys Gly Pro Gly Leu Arg His Arg Val Val Leu Cys Lys Ser Ala Asp 
930 935 940 

His Arg Ala Thr Leu Pro Pro Ala His Cys Ser Pro Ala Ala Lys Pro 
945 950 955 960 

50 

Pro Ala Thr Met Arg Cys Asn Leu Arg Arg Cys Pro Pro Ala Arg Trp 
965 970 975 

Val Ala Gly Glu Trp Gly Glu Cys Ser Ala Gin Cys Gly Val Gly Gin 
55 980 985 990 

Arg Gin Arg Ser Val Arg Cys Thr Ser His Thr Gly Gin Ala Ser His 
995 1000 1005 

60 Glu Cys Thr Glu Ala Leu Arg Pro Pro Thr Thr Gin Gin Cys Glu Ala 
1010 1015 1020 

Lys Cys Asp Ser Pro Thr Pro Gly Asp Gly Pro Glu Glu Cys Lys Asp 
1025 1030 1035 1040 

65 

Val Asn Lys Val Ala Tyr Cys Pro Leu Val Leu Lys Phe Gin Phe Cys 
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1045 1050 1055 

Ser Arg Ala Tyr Phe Arg Gin Met Cys Cys Lys Thr Cys Gin Gly His 
1060 1065 1070 

5 



<210> 25 
<211> 5990 
10 <212> DNA 

<213> Homo sapiens ADAMTS-9b 

<220> 
<221> CDS 
15 <222> (33) . . (5834) 

<400> 25 

tgggggcagc ggagggaggg gtgggaagca cc atg cag ttt gta tec tgg gcc 53 

Met Gin Phe Val Ser Trp Ala 

20 .1.5.. 

aca ctg eta aeg etc ctg gtg egg gae etg gcc gag atg ggg age cca 101 
Thr Leu Leu Thr Leu Leu Val Arg Asp Leu Ala Glu Met Gly Ser Pro 
10 15 20 

25 

gac gcc gcg gcg gcc gtg cgc aag gac agg ctg cac ecg agg caa gtg 149 
Asp Ala Ala Ala Ala Val Arg Lys Asp Arg Leu His Pro Arg Gin Val 
25 30 35 

30 aaa tta tta gag acc ctg age gaa tac gaa ate gtg tet ccc ate cga 197 
Lys Leu Leu Glu Thr Leu Ser Glu Tyr Glu He Val Ser Pro He Arg 
40 45 50 55 

gtg aae get etc gga gaa ccc ttt ccc acg aac gtc cac ttc aaa aga 245 
35 Val Asn Ala Leu Gly Glu Pro Phe Pro Thr Asn Val His Phe Lys Arg 

60 65 70 



acg cga egg age att aac tet gee act gae eee tgg cet gee ttc gee 
Thr Arg Arg Ser He Asn Ser Ala Thr Asp Pro Trp Pro Ala Phe Ala 
40 75 80 85 



293 



tee tec tet tec tec tet acc tec ccc cag gcg cat tac cgc etc tet 341 

Ser Ser Ser Ser Ser Ser Thr Ser Pro Gin Ala His Tyr Arg Leu Ser 

90 95 100 

45 

gee ttc gge cag cag ttt eta ttt aat etc ace gcc aat gcc gga ttt 389 

Ala Phe Gly Gin Gin Phe Leu Phe Asn Leu Thr Ala Asn Ala Gly Phe 

105 110 . 115 

50 ate get cea ctg ttc act gtc acc etc etc ggg acg ccc ggg gtg aat 437 
He Ala Pro Leu Phe Thr Val Thr Leu Leu Gly Thr Pro Gly Val Asn 
120 125 130 135 

cag acc aag ttt tat tec gaa gag gaa gcg gaa etc aag cac tgt ttc 485 
55 Gin Thr Lys Phe Tyr Ser Glu Glu Glu Ala Glu Leu Lys His Cys Phe 
140 145 150 

tac aaa gge tat gtc aat acc aac tec gag cac acg gcc gtc ate age 533 
Tyr Lys Gly Tyr Val Asn Thr Asn Ser Glu His Thr Ala Val He Ser 
60 155 160 165 

etc tgc tea gga atg etg gge aca ttc egg tet cat gat ggg ggt tat 581 

Leu Cys Ser Gly Met Leu Gly Thr Phe Arg Ser His Asp Gly Gly Tyr 
170 175 180 

65 

ttt att gaa cca eta cag tet atg gat gaa caa gaa gat gaa gag gaa 629 
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Phe lie Glu Pro Leu Gin Ser Met Asp Glu Gin Glu Asp Glu Glu Glu 
185 190 195 

caa aac aaa ccc cac ate att tat agg cgc age gcc ccc cag aga gag 677 
5 Gin Asn Lys Pro His lie lie Tyr Arg Arg Ser Ala Pro Gin Arg Glu. 
200 205 210 215 

ccc tea aca gga agg cac gca tgt gac acc tea gaa cac aaa aat agg 725 
Pro Ser Thr Gly Arg His Ala Cys Asp Thr Ser Glu His Lys Asn Arg 
10 220 225 230 

cac agt aaa gac aag aag aaa acc aga gca aga aaa tgg gga gaa agg 773 

His Ser Lys Asp Lys Lys Lys Thr Arg Ala Arg Lys Trp Gly Glu Arg 
235 240 245 

15 

att aac ctg get ggt gac gta gca gca tta aac age ggc tta gca aca 821 
lie Asn Leu Ala Gly Asp Val Ala Ala Leu Asn Ser Gly Leu Ala Thr 
250 255 260 

20 gag gca ttt tet get tat ggt aat aag acg gac aac aca aga gaa aag 869 
Glu Ala Phe Ser Ala Tyr Gly Asn Lys Thr Asp Asn Thr Arg Glu Lys 
265 270 275 

agg ace cac aga agg aca aaa cgt ttt tta tec tat cea egg ttt gta 917 
25 Arg Thr His Arg Arg Thr Lys Arg Phe Leu Ser Tyr Pro Arg Phe Val 
280 285 290 295 

gaa gtc ttg gtg gtg gca gac aac aga atg gtt tea tac cat gga gaa 965 
Glu Val Leu Val Val Ala Asp Asn Arg Met Val Ser Tyr His Gly Glu 
30 300 305 310 

aac ctt caa cac tat att tta act tta atg tea att gta gee tct ate 1013 

Asn Leu Gin His Tyr lie Leu Thr Leu Met Ser lie Val Ala Ser lie 

315 320 325 

35 

tat aaa gac cca agt att gga aat tta att aat att gtt att gtg aac 1061 

Tyr Lys Asp Pro Ser lie Gly Asn Leu lie Asn lie Val lie Val Asn 

330 335 340 

4 0 tta att gtg att cat aat gaa cag gat ggg cct tec ata tct ttt aat 1109 
Leu lie Val lie His Asn Glu Gin Asp Gly Pro Ser lie Ser Phe Asn 
345 350 355 

get cag aca aca tta aaa aac ttt tgc cag tgg cag cat teg aac agt 1157 
45 Ala Gin Thr Thr Leu Lys Asn Phe Cys Gin Trp Gin His Ser Asn Ser 
360 365 370 375 

cca ggt gga ate cat cat gat act get gtt etc tta aca aga cag gat 1205 
Pro Gly Gly lie His His Asp Thr Ala Val Leu Leu Thr Arg Gin Asp 
50 380 385 390 

ate tgc aga get cac gac aaa tgt gat acc tta ggc ctg get gaa ctg 1253 

lie Cys Arg Ala His Asp Lys Cys Asp Thr Leu Gly Leu Ala Glu Leu 
395 400 405 

55 

gga ace att tgt gat ccc tat aga age tgt tct att agt gaa gat agt 1301 

Gly Thr lie Cys Asp Pro Tyr Arg Ser Cys Ser lie Ser Glu Asp Ser 
410 415 420 

60 gga ttg agt aca get ttt aeg ate gee cat gag ctg ggc cat gtg ttt 1349 
Gly Leu Ser Thr Ala Phe Thr lie Ala His Glu Leu Gly His Val Phe 
425 430 435 

aac atg cct eat gat gac aac aac aaa tgt aaa gaa gaa gga gtt aag 1397 
65 Asn Met Pro His Asp Asp Asn Asn Lys Cys Lys Glu Glu Gly Val Lys 
440 445 . 450 455 
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agt ccc cag cat gcc atg get cca aca ctg aac ttc tac acc aac ccc 1445 
Ser Pro Gin His Val Met Ala Pro Thr Leu Asn Phe Tyr Thr Asn Pro 
460 465 470 

5 

tgg atg tgg tea aag tgt agt cga aaa tat ate act gag ttt tta gac 1493 
Trp Met Trp Ser Lys Cys Ser Arg Lys Tyr lie Thr Glu Phe Leu Asp 
475 480 485 

10 act ggt tat ggc gag tgt ttg ctt aac gaa cot gaa tec aga ccc tac 1541 
Thr Gly Tyr Gly Glu Cys Leu Leu Asn Glu Pro Glu Ser Arg Pro Tyr 
490 495 500 



cct ttg cct gtc caa ctg cca ggc ate ctt tac aac gtg aat aaa caa 
15 Pro Leu Pro Val Gin Leu Pro Gly lie Leu Tyr Asn Val Asn Lys Gin 
505 510 515 



ccc gtg aca gat gga tec tgg gga agt tgg agt ccc ttt gga acc tgc 
35 Pro Val Thr Asp Gly Ser Trp Gly Ser Trp Ser Pro Phe Gly Thr Cys 
585 590 595 



aac ggt ctg ctt ccc aat gtg cgc tgg gtc cct aaa tac agt gga att 
55 Asn Gly Leu Leu Pro Asn Val Arg Trp Val Pro Lys Tyr Ser Gly lie 
665 670 675 



1589 



tgt gaa ttg att ttt gga cca ggt tet eag gtg tgc cca tat atg atg 1637 

Cys Glu Leu lie Phe Gly Pro Gly Ser Gin Val Cys Pro Tyr Met Met 
20 520 525 530 535 

cag tgc aga egg etc tgg teg aat aac gtc aat gga gta cac aaa ggc 1685 

Gin Cys Arg Arg Leu Trp Ser Asn Asn Val Asn Gly Val His Lys Gly 
540 545 550 

25 

tgc egg act cag cac aca ccc tgg gcc gat ggg acg gag tgc gag cct 1733 
Cys Arg Thr Gin His Thr Pro Trp Ala Asp Gly Thr Glu Cys Glu Pro 

555 560 565 

30 gga aag cac tgc aag tat gga ttt tgt gtt ccc aaa gaa atg gat gtc 1781 
Gly Lys His Cys Lys Tyr Gly Phe Cys Val Pro Lys Glu Met Asp Val 
570 575 580 



1829 



tec aga aca tgt gga ggg ggc ate aaa aca gee att cga gag tgc aac 1877 

Ser Arg Thr Cys Gly Gly Gly He Lys Thr Ala He Arg Glu Cys Asn 
40 600 605 610 615 

aga cca gaa cca aaa aat ggt gga aaa tac tgt gta gga egt aga atg 1925 

Arg Pro Glu Pro Lys Asn Gly Gly Lys Tyr Cys Val Gly Arg Arg Met 
620 625 630 

45 

aaa ttt aag tee tgc aac acg gag cca tgt etc aag cag aag cga gac 1973 

Lys Phe Lys Ser Cys Asn Thr Glu Pro Cys Leu Lys Gin Lys Arg Asp 

635 640 645 

50 ttc cga gat gaa cag tgt get cac ttt gac ggg aag eat ttt aac ate 2021 

Phe Arg Asp Glu Gin Cys Ala His Phe Asp Gly Lys His Phe Asn He 
650 655 660 



2069 



ctg atg aag gac egg tgc aag ttg ttc tgc aga gtg gca ggg aac aca 2117 
Leu Met Lys Asp Arg Cys Lys Leu Phe Cys Arg Val Ala Gly Asn Thr 
60 680 685 690 695 

gee tac tat cag ctt cga gac aga gtg ata gat gga act cct tgt ggc 2165 

Ala Tyr Tyr Gin Leu Arg Asp Arg Val He Asp Gly Thr Pro Cys Gly 

700 705 710 

65 

cag gac aca aat gat- ate tgt gtc cag ggc ctt tgc egg caa get gga 2213 
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Gin Asp Thr Asn Asp lie Cys Val Gin Gly Leu Cys Arg Gin Ala Gly 
715 720 725 

tgc gat cat gtt tta aac tea aaa gcc egg aga gat aaa tgc ggg gtt 2261 

5 Cys Asp His Val Leu Asn Ser Lys Ala Arg Arg Asp Lys Cys Gly Val 
730 735 740 

tgt ggt ggc gat aat tct tea tgc aaa aca gtg gca gga aca ttt aat 2309 

Cys Gly Gly Asp Asn Ser Ser Cys Lys Thr Val Ala Gly Thr Phe Asn 

10 745 750 755 

aca gta cat tat ggt tac aat act gtg gtc cga att cca get ggt get 2357 

Thr Val His Tyr Gly Tyr Asn Thr Val Val Arg lie Pro Ala Gly Ala 

760 765 770 775 

15 

acc aat att gat gtg egg cag cac agt ttc tea ggg gaa aca gac gat 2405 

Thr Asn lie Asp Val Arg Gin His Ser Phe Ser Gly Glu Thr Asp Asp 
780 785 790 

20 gac aac tac tta get tta tea age agt aaa ggt gaa ttc ttg eta aat 2453 

Asp Asn Tyr Leu Ala Leu Ser Ser Ser Lys Gly Glu Phe Leu Leu Asn 
795 800 805 

gga aac ttt gtt gtc aca atg gcc aaa agg gaa att cgc att ggg aat 2501 

25 Gly Asn Phe Val Val Thr Met Ala Lys Arg Glu lie Arg He Gly Asn 
810 815 820 

get gtg gta gag tac agt ggg tec gag act gcc gta gaa aga att aac 2549 

Ala Val Val Glu Tyr Ser Gly Ser Glu Thr Ala Val Glu Arg He Asn 

30 825 830 835 

tea aca gat cgc att gag caa gaa ctt ttg ett cag gtt ttg teg gtg 2597 

Ser Thr Asp Arg He Glu Gin Glu Leu Leu Leu Gin Val Leu Ser Val 

840 845 850 855 

35 

gga aag ttg tac aac ecc gat gta cgc tat tct ttc aat att cca att 2645 

Gly Lys Leu Tyr Asn Pro Asp Val Arg Tyr Ser Phe Asn He Pro He 
860 865 870 

4 0 gaa gat aaa ect cag cag ttt tac tgg aac agt eat ggg cca tgg caa 2693 

Glu Asp Lys Pro Gin Gin Phe Tyr Trp Asn Ser His Gly Pro Trp Gin 
875 880 885 

gca tgc agt aaa ccc tgc caa ggg gaa egg aaa cga aaa ctt gtt tgc 2741 

4 5 Ala Cys Ser Lys Pro Cys Gin Gly Glu Arg Lys Arg Lys Leu Val Cys 
890 895 900 

ace agg gaa tct gat cag ett act gtt tct gat caa aga tgc gat egg 2789 

Thr Arg Glu Ser Asp Gin Leu Thr Val Ser Asp Gin Arg Cys Asp Arg 

50 905 910 915 

etg ccc cag ect gga cac att act gaa ccc tgt ggt aca ggc tgt gac 2837 

Leu Pro Gin Pro Gly His He Thr Glu Pro Cys Gly Thr Gly Cys Asp 

920 925 930 935 

55 

ctg agg tgg cat gtt gcc age agg agt gaa tgt agt gcc cag tgt ggc 2885 

Leu Arg Trp His Val Ala Ser Arg Ser Glu Cys Ser Ala Gin Cys Gly 
940 945 950 

60 ttg ggt tac cgc aca ttg gac ate tac tgt gee aaa tat age agg ctg 2933 

Leu Gly Tyr Arg Thr Leu Asp He Tyr Cys Ala Lys Tyr Ser Arg Leu 
955 960 965 

gat ggg aag act gag aag gtt gat gat ggt ttt tgc age age cat ccc 2981 

65 Asp Gly Lys Thr Glu Lys Val Asp Asp Gly Phe Cys Ser Ser His Pro 
970 975 980 
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aaa cca age aac cgt gaa aaa tgc tea ggg gaa tgt aac acg ggt ggc 3029 

Lye Pro Ser Asn Arg Glu Lys Cys Ser Gly Glu Cys Asn Thr Gly Gly 
985 990 . 995 

5 

tgg cgc tat tct gee tgg act gaa tgt tea aaa age tgt gac ggt ggg 3077 

Trp Arg Tyr Ser Ala Trp Thr Glu Cys Ser Lys Ser Cys Asp Gly Gly 
1000 1005 1010 1015 

10 acc cag agg aga agg get att tgt gtc aat acc cga aat gat gta ctg 3125 

Thr Gin Arg Arg Arg Ala He Cys Val Asn Thr Arg Asn Asp Val Leu 
1020 1025 . 1030 



gat gac age aaa tgc aca cat caa gag aaa gtt acc att cag agg tgc 
15 Asp Asp Ser Lys Cys Thr His Gin Glu Lys Val Thr He Gin Arg Cys 
1035 1040 1045 



gcg ggt ccc tgg gta cag tgc agt gtc act tgt gga cag gga tac cag 
35 Ala Gly Pro Trp Val Gin Cys Ser Val Thr Cys Gly Gin Gly Tyr Gin 
1115 1120 1125 



3173 



agt gag ttc cet tgt cca cag tgg aaa tct gga gac tgg tea gag tgc 3221 
Ser Glu Phe Pro Cys Pro Gin Trp Lys Ser Gly Asp Trp Ser Glu Cys 
20 1050 1055 1060 

ttg gtc acc tgt gga aaa ggg cat aag cac cgc cag gtc tgg tgt cag 3269 

Leu Val Thr Cys Gly Lys Gly His Lys His Arg Gin Val Trp Cys Gin 
1065 1070 1075 

25 

ttt ggt gaa gat cga tta aat gat aga atg tgt gac cet gag acc aag 3317 

Phe Gly Glu Asp Arg Leu Asn Asp Arg Met Cys Asp Pro Glu Thr Lys 
1080 1085 1090 1095 

30 cca aca tct atg cag act tgt cag cag ccg gaa atg gca tec tgg cag 3365 
Pro Thr Ser Met Gin Thr Cys Gin Gin Pro Glu Met Ala Ser Trp Gin 
1100 1105 1110 



3413 



eta aga gca gtg aaa tgc ate att ggg act tat atg tea gtg gta gat 3461 
Leu Arg Ala Val Lys Cys He He Gly Thr Tyr Met Ser Val Val Asp 
40 1130 1135 1140 

gac aat gac tgt aat gca gca act aga cca act gat acc cag gac tgt 3509 

Asp Asn Asp Cys Asn Ala Ala Thr Arg Pro Thr Asp Thr Gin Asp Cys 
1145 1150 1155 

45 

gaa tta cca tea tgt eat cet ccc cca get gee ccg gaa acg agg aga 3 557 

Glu Leu Pro Ser Cys His Pro Pro Pro Ala Ala Pro Glu Thr Arg Arg 
1160 1165 1170 1175 

50 age aca tac agt gca cca aga acc cag tgg cga ttt ggg tct tgg acc 3605 
Ser Thr Tyr Ser Ala Pro Arg Thr Gin Trp Arg Phe Gly Ser Trp Thr 
1180 1185 1190 

cca tgc tea gee act tgt ggg aaa ggt acc egg atg aga tac gtc age 
55 Pro Cys Ser Ala Thr Cys Gly Lys Gly Thr Arg Met Arg Tyr Val Ser 
1195 1200 1205 

tgc cga gat gag aat ggc tct gtg get gac gag agt gee tgt get acc 3701 
Cys Arg Asp Glu Asn Gly Ser Val Ala Asp Glu Ser Ala Cys Ala Thr 
60 1210 1215 1220 

ctg cet aga cca gtg gca aag gaa gaa tgt tct gtg aca ccc tgt ggg 3749 
Leu Pro Arg Pro Val Ala Lys Glu Glu Cys Ser Val Thr Pro Cys Gly 
1225 1230 1235 

65 

caa tgg aag gcc ttg gac tgg age tct tgc tct gtg acc tgt ggg caa 3797 



3653 
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Gin Trp Lys Ala Leu Asp Trp Ser Ser Cys Ser Val Thr Cys Gly Gin 
1240 1245 1250 1255 

9gt agg gca acc egg caa gtg atg tgt gtc aac tac agt gac cac gtg 3845 
5 Gly Arg Ala Thr Arg Gin Val Met Cys Val Asn Tyr Ser Asp His Val" 
1260 1265 1270 

ate gat egg agt gag tgt gac cag gat tat ate cca gaa act gac cag 3893 
lie Asp Arg Ser Glu Cys Asp Gin Asp Tyr lie Pro Glu Thr Asp Gin 
10 1275 ' ^ 1280 ' 1285 

gac tgt tec atg tea cca tgc cct caa agg acc cca gac agt ggc tta 3941 

Asp Cys Ser Met Ser Pro Cys Pro Gin Arg Thr Pro Asp Ser Gly Leu 
1290 1295 1300 

15 

get cag cac ccc ttc caa aat gag gac tat egt ece egg age gee age 3989 

Ala Gin His Pro Phe Gin Asn Glu Asp Tyr Arg Pro Arg Ser Ala Ser 
1305 1310 1315 

20 eee age egc aee eat gtg ete ggt gga aae eag tgg aga act ggc eee 4037 
Pro Ser Arg Thr His Val Leu Gly Gly Asn Gin Trp Arg Thr Gly Pro 
1320 1325 1330 1335 

tgg gga gca tgt tec agt ace tgt get ggc gga tee cag egg egt gtt 4 085 
25 Trp Gly Ala Cys Ser Ser Thr Cys Ala Gly Gly Ser Gin Arg Arg Val 
1340 1345 1350 

gtt gta tgt cag gat gaa aat gga tac ace gca aae gac tgt gtg gag 4133 
Val Val Cys Gin Asp Glu Asn Gly Tyr Thr Ala Asn Asp Cys Val Glu 
30 1355 1360 1365 

aga ata aaa eet gat gag eaa aga gee tgt gaa tee ggc eet tgt eet 4181 

Arg lie Lys Pro Asp Glu Gin Arg Ala Cys Glu Ser Gly Pro Cys Pro 
1370 1375 1380 

35 

eag tgg get tat ggc aac tgg gga gag tgc act aag ctg tgt ggt gga 4229 

Gin Trp Ala Tyr Gly Asn Trp Gly Glu Cys Thr Lys Leu Cys Gly Gly 
1385 1390 1395 

4 0 ggc ata aga aca aga ctg gtg gtc tgt cag egg tec aac ggt gaa egg 4277 
Gly lie Arg Thr Arg Leu Val Val Cys Gin Arg Ser Asn Gly Glu Arg 
1400 1405 1410 1415 

ttt cca gat ttg age tgt gaa att ctt gat aaa eet eee gat egt gag 4325 
4 5 Phe Pro Asp Leu Ser Cys Glu lie Leu Asp Lys Pro Pro Asp Arg Glu 
1420 1425 1430 

eag tgt aae aea eat get tgt eea eae gae get gea tgg agt act ggc 43 73 
Gin Cys Asn Thr His Ala Cys Pro His Asp Ala Ala Trp Ser Thr Gly 
50 1435 1440 1445 

eet tgg age teg tgt tet gtc tct tgt ggt ega ggg cat aaa eaa ega 4421 

Pro Trp Ser Ser Cys Ser Val Ser Cys Gly Arg Gly His Lys Gin Arg 
1450 1455 1460 

55 

aat gtt tac tgc atg gca aaa gat gga age eat tta gaa agt gat tac 4469 

Asn Val Tyr Cys Met Ala Lys Asp Gly Ser His Leu Glu Ser Asp Tyr 
1465 1470 1475 

60 tgt aag eae ctg get aag cca eat ggg eae aga aag tge ega gga gga 4517 
Cys Lys His Leu Ala Lys Pro His Gly His Arg Lys Cys Arg Gly Gly 
1480 1485 1490 1495 

aga tge eee aaa tgg aaa get ggc get tgg agt eag tgc tct gtg tec 4565 
65 Arg Cys Pro Lys Trp Lys Ala Gly Ala Trp Ser Gin Cys Ser Val Ser 
1500 1505 1510 
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tgt ggc cga ggc gta cag cag agg cat gtg ggc tgt cag ate gga aca 4613 

Cys Gly Arg Gly Val Gin Gin Arg His Val Gly Cys Gin He Gly Thr 
1515 1520 1525 

5 

cac aaa ata gcc aga gac acc gag tgc aac cca tac acc aga ccg gag 4661 

His Lys He Ala Arg Asp Thr Glu Cys Asn Pro Tyr Thr Arg Pro Glu 
1530 1535 1540 

10 teg gaa tgc gaa tgc caa ggc cca egg tgt ccc ctt tac act tgg agg 4709 

Ser Glu Cys Glu Cys Gin Gly Pro Arg Cys Pro Leu Tyr Thr Trp Arg 
1545 1550 1555 

gca gag gaa teg caa gaa tgc acc aag acc tgc ggc gaa ggc tec agg 4 757 

15 Ala Glu Glu Ser Gin Glu Cys Thr Lys Thr Cys Gly Glu Gly Ser Arg 

1560 1565 1570 1575 

tac cgc aag gtg gtg tgt gtg gat gac aac aaa aac gag gtg cat ggg 4 805 

Tyr Arg Lys Val Val Cys Val Asp Asp Asn Lys Asn Glu Val His Gly 

20 1580 1585 1590 

gca cgc tgt gac gtg age aag egg ccg gtg gac cgt gaa age tgt agt 4853 

Ala Arg Cys Asp Val Ser Lys Arg Pro Val Asp Arg Glu Ser Cys Ser 
1595 1600 1605 

25 

ttg caa ccc tgc gag tat gtc tgg ate aca gga gaa tgg tea gag tgc 4 901 

Leu Gin Pro Cys Glu Tyr Val Trp lie Thr Gly Glu Trp Ser Glu Cys 
1610 1615 1620 

30 tea gtg acc tgt gga aaa ggc tac aaa caa agg ctt gtc teg tgc age 4949 

Ser Val Thr Cys Gly Lys Gly Tyr Lys Gin Arg Leu Val Ser Cys Ser 
1625 1630 1635 

gag att tac acc ggg aaa gag aat tat gaa tac age tac caa acc acc 4997 

35 Glu He Tyr Thr Gly Lys Glu Asn Tyr Glu Tyr Ser Tyr Gin Thr Thr 

1640 1645 1650 1655 

ate aac tgc cca ggc acg cag ccc ccc agt gtt cac ccc tgt tac ctg 5045 
He Asn Cys Pro Gly Thr Gin Pro Pro Ser Val His Pro Cys Tyr Leu 

40 1660 1665 1670 

agg gag tgc cct gtc teg gcc acc tgg aga gtt ggc aac tgg ggg age 5093 

Arg Glu Cys Pro Val Ser Ala Thr Trp Arg Val Gly Asn Trp Gly Ser 
1675 1680 1685 

45 

tgc tea gtg tct tgt ggt gtt gga gtg atg cag aga tct gtg caa tgt 5141 

Cys Ser Val Ser Cys Gly Val Gly Val Met Gin Arg Ser Val Gin Cys 
1690 1695 1700 

50 tta acc aat gag gac caa ccc age cac tta tgc cac act gat ctg aag 5189 

Leu Thr Asn Glu Asp Gin Pro Ser His Leu Cys His Thr Asp Leu Lys . 
1705 1710 1715 

cca gaa gaa cga aaa acc tgc cgt aat gtc tat aac tgt gag tta ccc 5237 

55 Pro Glu Glu Arg Lys Thr Cys Arg Asn Val Tyr Asn Cys Glu Leu Pro 

1720 1725 1730 1735 

cag aat tgc aag gag gta aaa aga ctt aaa ggt gcc agt gaa gat ggt 5285 

Gin Asn Cys Lys Glu Val Lys Arg Leu Lys Gly Ala Ser Glu Asp Gly 

60 1740 1745 1750 

gaa tat ttc ctg atg att aga gga aag ctt ctg aag ata tte tgt gcg 5333 

Glu Tyr Phe Leu Met He Arg Gly Lys Leu Leu Lys He Phe Cys Ala 
1755 1760 1765 

65 

ggg atg cac tct gac cac ccc aaa gag tac gtg aca ctg gtg cat gga 5381 
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Gly Met His Ser Asp His Pro Lys Glu Tyr Val Thr Leu Val His Gly 
1770 1775 1780 

gac tct gag aat ttc tec gag gtt tat ggg cac agg tta cac aac cca 5429 
5 Asp Ser Glu Asn Phe Ser Glu Val Tyr Gly His Arg Leu His Asn Pro 
1785 1790 1795 

aca gaa tgt ccc tat aac ggg age egg cgc gat gac tgc caa tgt egg 54 77 
Thr Glu C>-s Pro Tyr Asn Gly Ser Arg Arg Asp Asp Cys Gin Cys Arg 
10 1800 1805 1810. 1815 

aag gat tac acg gcc get ggg ttt tec agt ttt cag aaa ate aga ata 5525 

Lys Asp Tyr Thr Ala Ala Gly Phe Ser Ser Phe Gin Lys lie Arg He 
1820 1825 1830 

15 

gac ctg acc age atg cag ata ate ace act gac tta cag ttt gca agg 5573 

Asp Leu Thr Ser Met Gin He He Thr Thr Asp Leu Gin Phe Ala Arg 
1835 1840 1845 

20 aca age gaa gga cat cec gte cct ttt gee aca gcc ggg gat tgc tac 5621 
Thr Ser Glu Gly His Pro Val Pro Phe Ala Thr Ala Gly Asp Cys Tyr 
1850 1855 1860 

age get gcc aag tgc cca cag ggt cgt ttt age ate aac ctt tat gga 5669 
25 Ser Ala Ala Lys Cys Pro Gin Gly Arg Phe Ser He Asn Leu Tyr Gly 
1865 1870 1875 

ace ggc ttg tct tta act gaa tct gee aga tgg ata tea caa ggg aat 5717 
Thr Gly Leu Ser Leu Thr Glu Ser Ala Arg Trp He Ser Gin Gly Asn 
30 1880 1885 1890 1895 

tat get gte tct gac ate aag aag teg ccg gat ggt acc ega gtc gta 5765 

Tyr Ala Val Ser Asp He Lys Lys Ser Pro Asp Gly Thr Arg Val Val 
1900 1905 1910 

35 

ggg aaa tgc ggt ggt tac tgt gga aaa tgc act cca tec tct ggt act 5813 

Gly Lys Cys Gly Gly Tyr Cys Gly Lys Cys Thr Pro Ser Ser Gly Thr 
1915 1920 1925 

4 0 ggc ctg gag gtg cga gtt tta tagctaaggt getttgaaga ggaagecatt 5864 
Gly Leu Glu Val Arg Val Leu 
1930 

atggatggat gaaggatagt aatgcaatac ctecacctta atttgggtgc atgtgtatgt 5924 

45 

gtgtgtgtgt ttgtgtgtga cttgtatgct tgtgtgtgta aatgtgtgta catatacata 5984 
tataca 5990 

50 

<210> 26 
<211> 1934 
<212> PRT 

<213> Homo sapiens ADAMTS-9b 

55 

<400> 26 

Met Gin Phe Val Ser Trp Ala Thr Leu Leu Thr Leu Leu Val Arg Asp 
15 10 15 

60 Leu Ala Glu Met Gly Ser Pro Asp Ala Ala Ala Ala Val Arg Lys Asp 
20 25 30 

Arg Leu His Pro Arg Gin Val Lys Leu Leu Glu Thr Leu Ser Glu Tyr 

35 40 45 

65 

Glu He Val Ser Pro He Arg Val Asn Ala Leu Gly Glu Pro Phe Pro 
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50 55 60 

Thr Asn Val His Phe Lys Arg Thr Arg Arg Ser lie Asn Ser Ala Thr 
65 70 75 80 

5 

Asp Pro Trp Pro Ala Phe Ala Ser Ser Ser Ser Ser Ser Thr Ser Pro 
85 90 95 

Gin Ala His Tyr Arg Leu Ser Ala Phe Gly Gin Gin Phe Leu Phe Asn 
10 100 105 110 

Leu Thr Ala Asn Ala Gly Phe lie Ala Pro Leu Phe Thr Val Thr Leu 
115 120 125 

15 Leu Gly Thr Pro Gly Val Asn Gin Thr Lys Phe Tyr Ser Glu Glu Glu 
130 135 140 

Ala Glu Leu Lys His Cys Phe Tyr Lys Gly Tyr Val Asn Thr Asn Ser 
145 150 155 160 

20 . 

Glu His Thr Ala Val lie Ser Leu Cys Ser Gly Met Leu Gly Thr Phe 
165 170 175 

Arg Ser His Asp Gly Gly Tyr Phe lie Glu Pro Leu Gin Ser Met Asp 
25 180 185 190 

Glu Gin Glu Asp Glu Glu Glu Gin Asn Lys Pro His lie lie Tyr Arg 
195 200 205 

3 0 Arg Ser Ala Pro Gin Arg Glu Pro Ser Thr Gly Arg His Ala Cys Asp 
210 215 220 

Thr Ser Glu His Lys Asn Arg His Ser Lys Asp Lys Lys Lys Thr Arg 
225 230 235 240 

35 

Ala Arg Lys Trp Gly Glu Arg lie Asn Leu Ala Gly Asp Val Ala Ala 
245 250 255 

> 

Leu Asn Ser Gly Leu Ala Thr Glu Ala Phe Ser Ala Tyr Gly Asn Lys 
40 260 265 270 

Thr Asp Asn Thr Arg Glu Lys Arg Thr His Arg Arg Thr Lys Arg Phe 
275 280. 285 

45 Leu Ser Tyr Pro Arg Phe Val Glu Val Leu Val Val Ala Asp Asn Arg 
290 295 300 

Met Val Ser Tyr His Gly Glu Asn Leu Gin His Tyr lie Leu Thr Leu 
305 310 315 320 

50 

Met Ser lie Val Ala Ser lie Tyr Lys Asp Pro Ser He Gly Asn Leu 
325 330 335 

He Asn He Val He Val Asn Leu He Val He His Asn Glu Gin Asp 
55 340 345 350 

Gly Pro Ser He Ser Phe Asn Ala Gin Thr Thr Leu Lys Asn Phe Cys 
355 360 365 

60 Gin Trp Gin His' Ser Asn Ser Pro Gly Gly He His His Asp Thr Ala 
370 375 380 

Val Leu Leu Thr Arg Gin Asp He Cys Arg Ala His Asp Lys Cys Asp 

385 390 395 400 

65 

Thr Leu Gly Leu Ala Glu Leu Gly Thr He Cys Asp Pro Tyr Arg Ser 
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405 410 415 

Cys Ser lie Ser Glu Asp Ser Gly Leu Ser Thr Ala Phe Thr lie Ala 
420 425 430 

5 

His Glu Leu Gly His Val Phe Asn Met Pro His Asp Asp Asn Asn Lys 
435 440 445 

Cys Lys Glu Glu Gly Val Lys Ser Pro Gin His Val Met Ala Pro Thr 
10 450 455 460 

Leu Asn Phe Tyr Thr Asn Pro Trp Met Trp Ser Lys Cys Ser Arg Lys 
465 470 475 480 

15 Tyr lie Thr Glu Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu Asn 
485 490 495 

Glu Pro Glu Ser Arg Pro Tyr Pro Leu Pro Val Gin Leu Pro Gly lie 
500 505 510 

20 

Leu Tyr Asn Val Asn Lys Gin Cys Glu Leu lie Phe Gly Pro Gly Ser 
515 520 525 

Gin Val Cys Pro Tyr Met Met Gin Cys Arg Arg Leu Trp Ser Asn Asn 
25 530 535 540 

Val Asn Gly Val His Lys Gly Cys Arg Thr Gin His Thr Pro Trp Ala 
545 550 555 560 

30 Asp Gly Thr Glu Cys Glu Pro Gly Lys His Cys Lys Tyr Gly Phe Cys 

565 570 575 

Val Pro Lys Glu Met Asp Val Pro Val Thr Asp Gly Ser Trp Gly Ser 
580 585 590 

35 

Trp Ser Pro Phe Gly Thr Cys Ser Arg Thr Cys Gly Gly Gly lie Lys 
595 600 605 

Thr Ala lie Arg Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly Lys 
40 610 615 620 

Tyr Cys Val Gly Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu Pro 
625 630 635 640 

45 Cys Leu Lys Gin Lys Arg Asp Phe Arg Asp Glu Gin Cys Ala His Phe 

645 650 655 

Asp Gly Lys His Phe Asn lie Asn Gly Leu Leu Pro Asn Val Arg Trp 
660 665 670 

50 

Val Pro Lys Tyr Ser Gly lie Leu Met Lys Asp Arg Cys Lys Leu Phe 
675 680 685 

Cys Arg Val Ala Gly Asn Thr Ala Tyr Tyr Gin Leu Arg Asp Arg Val 
55 690 695 700 

lie Asp Gly Thr Pro Cys Gly Gin Asp Thr Asn Asp lie Cys Val Gin 
705 710 715 720 

60 Gly Leu Cys Arg Gin Ala Gly Cys Asp His Val Leu Asn Ser Lys Ala 

725 730 735 

Arg Arg Asp Lys Cys Gly Val Cys Gly Gly Asp Asn Ser Ser Cys Lys 
740 745 750 

65 

Thr Val Ala Gly Thr Phe Asn Thr Val His Tyr Gly Tyr Asn Thr Val 
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755 760 765 

Val Arg lie Pro Ala Gly Ala Thr Asn lie Asp Val Arg Gin His Ser 
770 775 780 

5 

Phe Ser Gly Glu Thr Asp Asp Asp Asn Tyr Leu Ala Leu Ser Ser Ser 
785 790 795 800 

Lys Gly Glu Phe Leu Leu Asn Gly Asn Phe Val Val Thr Met Ala Lys 
10 805 810 815 

Arg Glu He Arg lie Gly Asn Ala Val Val Glu Tyr Ser Gly Ser Glu 
820 825 830 

15 Thr Ala Val Glu Arg He Asn Ser Thr Asp Arg He Glu Gin Glu Leu 
835 840 845 

Leu Leu Gin Val Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val Arg 
850 855 860 

20 

Tyr Ser Phe Asn He Pro He Glu Asp Lys Pro Gin Gin Phe Tyr Trp 
865 870 875 880 

Asn Ser His Gly Pro Trp Gin Ala Cys Ser Lys Pro Cys Gin Gly Glu 
25 885 890 895 

Arg Lys Arg Lys Leu Val Cys Thr Arg Glu Ser Asp Gin Leu Thr Val 
900 905 910 

30 Ser Asp Gin Arg Cys Asp Arg Leu Pro Gin Pro Gly His He Thr Glu 
915 920 925 

Pro Cys Gly Thr Gly Cys Asp Leu Arg Trp His Val Ala Ser Arg Ser 
930 935 940 

35 

Glu Cys Ser Ala Gin Cys Gly Leu Gly Tyr Arg Thr Leu Asp He Tyr 
945 950 955 960 

Cys Ala Lys Tyr Ser Arg Leu Asp Gly Lys Thr Glu Lys Val Asp Asp 
40 965 970 975 

Gly Phe Cys Ser Ser His Pro Lys Pro Ser Asn Arg Glu Lys Cys Ser 
980 985 990 

45 Gly Glu Cys Asn Thr Gly Gly Trp Arg Tyr Ser Ala Trp Thr Glu Cys 
995 1000 1005 

Ser Lys Ser Cys Asp Gly Gly Thr Gin Arg Arg Arg Ala He Cys Val 
1010 1015 1020 

SO 

Asn Thr Arg Asn Asp Val Leu Asp Asp Ser Lys Cys Thr His Gin Glu 
1025 1030 1035 1040 

Lys Val Thr He Gin Arg Cys Ser Glu Phe Pro Cys Pro Gin Trp Lys 
55 1045 1050 1055 

Ser Gly Asp Trp Ser Glu Cys Leu Val Thr Cys Gly Lys Gly His Lys 
1060 1065 1070 

60 His Arg Gin Val' Trp Cys Gin Phe Gly Glu Asp Arg Leu Asn Asp Arg 
1075 1080 1085 

Met Cys Asp Pro Glu Thr Lys Pro Thr Ser Met Gin Thr Cys Gin Gin 
1090 1095 1100 

65 

Pro Glu Met Ala Ser Trp Gin Ala Gly Pro Trp Val Gin Cys Ser Val 



BNSDOCID: <WO 0111074A2_IA> 



wo 01/01 1074 ^ PCT/USOO/21223 

.82 



1105 1110 1115 1120 

Thr Cys Gly Gin Gly Tyr Gin Leu Arg Ala Val Lys Cys lie lie Gly 
1125 1130 1135 

5 

Thr Tyr Met Ser Val Val Asp Asp Asn Asp Cys Asn Ala Ala Thr Afg 
1140 1145 1150 

Pro Thr Asp Thr Qln Asp Cys Glu Leu Pro Ser Cys Kis Pro Pro Pro 
10 1155 1160 1165 

Ala Ala Pro Glu Thr Arg Arg Ser Thr Tyr Ser Ala Pro Arg Thr Gin 
1170 1175 1180 

15 Trp Arg Phe Gly Ser Trp Thr Pro Cys Ser Ala Thr Cys Gly Lys Gly 
1185 1190 1195 1200 

Thr Arg Met Arg Tyr Val Ser Cys Arg Asp Glu Asn Gly Ser Val Ala 
1205 1210 1215 

20 

Asp Glu Ser Ala Cys Ala Thr Leu Pro Arg Pro Val Ala Lys Glu Glu 
1220 1225 1230 

Cys Ser Val Thr Pro Cys Gly Gin Trp Lys Ala Leu Asp Trp Ser Ser 
25 1235 1240 1245 

Cys Ser Val Thr Cys Gly Gin Gly Arg Ala Thr Arg Gin Val Met Cys 
1250 1255 1260 

3 0 Val Asn Tyr Ser Asp His Val lie Asp Arg Ser Glu Cys Asp Gin Asp 
1265 1270 1275 1280 

Tyr He Pro Glu Thr Asp Gin Asp Cys Ser Met Ser Pro Cys Pro Gin 
1285 1290 1295 

35 

Arg Thr Pro Asp Ser Gly Leu Ala Gin His Pro Phe Gin Asn Glu Asp 
1300 1305 1310 

Tyr Arg Pro Arg Ser Ala Ser Pro Ser Arg Thr His Val Leu Gly Gly 
40 1315 1320 1325 

Asn Gin Trp Arg Thr Gly Pro Trp Gly Ala Cys Ser Ser Thr Cys Ala 
1330 1335 1340 

45 Gly Gly Ser Gin Arg Arg Val Val Val Cys Gin Asp Glu Asn Gly Tyr 
1345 1350 1355 1360 

Thr Ala Asn Asp Cys Val Glu Arg He Lys Pro Asp Glu Gin Arg Ala 
1365 1370 1375 

50 

Cys Glu Ser Gly Pro Cys Pro Gin Trp Ala Tyr Gly Asn Trp Gly Glu 
1380 1385 1390 

Cys Thr Lys Leu Cys Gly Gly Gly He Arg Thr Arg Leu Val Val Cys 
55 1395 1400 1405 

Gin Arg Ser Asn Gly Glu Arg Phe Pro Asp Leu Ser Cys Glu He Leu 
1410 1415 1420 

60 Asp Lys Pro Pro Asp Arg Glu Gin Cys Asn Thr His Ala Cys Pro His 
1425 1430 1435 1440 

Asp Ala Ala Trp Ser Thr Gly Pro Trp Ser Ser Cys Ser Val Ser Cys 
1445 1450 1455 

65 

Gly Arg Gly His Lys Gin Arg Asn Val Tyr Cys Met Ala Lys Asp Gly 
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1460 1465 1470 

Ser His Leu Glu Ser Asp Tyr Cys Lys His Leu Ala Lys Pro His Gly 
1475 1480 1485 

5 

His Arg Lys Cys Arg Gly Gly Arg Cys Pro Lys Trp Lys Ala Gly Ala 
1490 1495 1500 

Trp Ser Gin Cys Ser Val Ser Cys Gly Arg Gly Val Gin Gin Arg His 
10 1505 1510 1515. 1520 

Val Gly Cys Gin lie Gly Thr His Lys lie Ala Arg Asp Thr Glu Cys^ 
1525 1530 1535 

15 Asn Pro Tyr Thr Arg Pro Glu Ser Glu Cys Glu Cys Gin Gly Pro Arg 

1540 1545 1550 

Cys Pro Leu Tyr Thr Trp Arg Ala Glu Glu Ser Gin Glu Cys Thr Lys 
1555 1560 1565 

20 

Thr Cys Gly Glu Gly Ser Arg Tyr Arg Lys Val Val Cys Val Asp Asp 
1570 1575 1580 

Asn Lys Asn Glu Val His Gly Ala Arg Cys Asp Val Ser Lys Arg Pro 
25 1585 1590 1595 1600 

Val Asp Arg Glu Ser Cys Ser Leu Gin Pro Cys Glu Tyr Val Trp lie 
1605 1610 1615 

30 Thr Gly Glu Trp Ser Glu Cys Ser Val Thr Cys Gly Lys Gly Tyr Lys 
1620 1625 1630 

Gin Arg Leu Val Ser Cys Ser Glu lie Tyr Thr Gly Lys Glu Asn Tyr 
1635 1640 1645 

35 

Glu Tyr Ser Tyr Gin Thr Thr lie Asn Cys Pro Gly Thr Gin Pro Pro 
1650 1655 1660 

Ser Val His Pro Cys Tyr Leu Arg Glu Cys Pro Val Ser Ala Thr Trp 
40 1665 1670 1675 1680 

Arg Val Gly Asn Trp Gly Ser Cys Ser Val Ser Cys Gly Val Gly Val 
1685 1690 1695 

45 Met Gin Arg Ser Val Gin Cys Leu Thr Asn Glu Asp Gin Pro Ser His 
1700 1705 1710 

Leu Cys His Thr Asp Leu Lys Pro Glu Glu Arg Lys Thr Cys Arg Asn 
1715 1720 1725 

50 

Val Tyr Asn Cys Glu Leu Pro Gin Asn Cys Lys Glu Val Lys Arg Leu 
1730 1735 1740 

Lys Gly Ala Ser Glu Asp Gly Glu Tyr Phe Leu Met lie Arg Gly Lys 
55 1745 1750 1755 1760 

Leu Leu Lys lie Phe Cys Ala Gly Met His Ser Asp His Pro Lys Glu 
1765 1770 1775 

60 Tyr Val Thr Leu Val His Gly Asp Ser Glu Asn Phe Ser Glu Val Tyr 
1780 1785 1790 

Gly His Arg Leu His Asn Pro Thr Glu Cys Pro Tyr Asn Gly Ser Arg 
1795 1800 1805 

65 

Arg Asp Asp Cys Gin Cys Arg Lys Asp Tyr Thr Ala Ala Gly Phe Ser 
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IBIO 1815 1820 

Ser Phe Gin Lys lie Arg lie Asp Leu Thr Ser Met Gin lie He Thr 
1825 1830 1835 1840 

5 

Thr Asp Leu Gin Phe Ala Arg Thr Ser Glu Gly His Pro Val Pro Phe 
1845 1850 1855 

Ala Thr Ala Gly Asp Cys Tyr Ser Ala Ala Lys Cys Fro Gin Gly Arg 
10 1860 ^ 1865 1870 

Phe Ser He Aan Leu Tyr Gly Thr Gly Leu Ser Leu Thr Glu Ser Ala 
1875 1880 1885 

15 Arg Trp He Ser Gin Gly Asn Tyr Ala Val Ser Asp lie Lys Lys Ser 
1890 1895 1900 

Pro Asp Gly Thr Arg Val Val Gly Lys Cys Gly Gly Tyr Cys Gly Lys 
1905 1910 1915 1920 

20 

Cys Thr Pro Ser Ser Gly Thr Gly Leu Glu Val Arg Val Leu 
1925 1930 



25 
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